158:291 9-2925 ( 1 997); and suppression of immune 
Nardelli et al., J Leukoc Biol reactions to transplanted organs 
65:822-828 (1999), the contents and tissues, hemophilia, 
of each of which are herein hypercoagulation, diabetes 
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synthetase, the first specific 
enzyme in the cholesterol 
biosynthetic pathway. See 
Jiang, et al., J. Biol. Chem. 
268:12818-128241(993), the 





contents of which are herein 
incorporated by reference in its 
entirety. Cells were treated with 
SID supernatants, and SEAP 
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activity of the polypeptides of systemic lupus erythematosi: 
the invention (including Crohn s disease, multiple 

antibodies and agonists or sclerosis and/or as described 

antagonists of the invention) below), immunodeficiencies 
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lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver and urinary cancer. Other 
preferred indications include 
benign dysproliferative 




disorders and pre-neoplastic 



-S w- 

CL o 

£ -O 

s § 

<D 

J- 

<2 'J 

£ CL 

cd 



cd 

E 

•o g 

c2 ts 
d g -5 
E eu g 



r» 03 

g 

o -2 

2 & 

-O <D 

c 9- 
o >> 

O -3 



.2 O 

CO • — 

<3 cd 

cl .2 



-o .= 



.2 -& 
C *3 
D O 

cl nr 

o ^ 



CD 
’ — <D 

.2 & 

t! 

fi 

cd _r- 

CL -5 



03 

E 

•- € 
8 g 

j= e 



« c .2 

*- o 



C >% 



cd ^ 

<£ Cd 

c§ *£ 

.M g 

2 cd 



t5 C/3 
2 9 
3 < 

® rf 

cd 

2 J= 
° •§ 
rw 

C 03 

c E 

-g o 

CL X 
*3 CL 

s £ 
E ^ 



o3 

CD 

cx 0/5 

<d ^5 

co vD 

.2 £ 

-a o 

1/5 

3 



e? 

tS 2 
E g 

I | 

c JH 

03 3S 

u. r- 

oo .5 



oS 



CL 

2 

3 

a> 

c 



<d 

CL 

o 



c/o ^ 

a> c •— 
3 o . - 

to 12 
V3 22 53 

-rt 3 O 

cd T3 
O C 
_ CD D 
C *- 

Cd <D co 

&0 Du 3 
io >> 'ti 

o x: := 
-a 



03 



X' <u 

= E 

8-ll.S 
I c 1 -I 

C g CD .2 

.£ is 3 3 



a? 

CO 


c 

Cd 

£ 


c 

<f 


.2 

ts 

.2 


CO 

3 

.2 


_o 


"<D ' 
co 


E 

■3 

o 


cd 

CO 


da 

CD 

v — ✓ 


c 

.2 
*■*— * 


"3 , 
CD 

t_ 


03 

cd 

co 


3 

Is 4 




-a 

.E 


-4— » 

o 


<D 

_o 


<3 , 

CD 

CO 


_D 

E 


CD 

-o 

-E 


Cd) 

.2 


CD 

3 

-o 


.CD 

C-i— l 

P. 


5 

D 


c 

.2 


>* 

Gd) 


T3 

<D 

s— 


.S 

c 


-o 

<D 


Q . 

CO 


CD 

"O 

<D 


CD 

c 




o 

s— 

CL 


S— 

CL 


E 

>% 

J 


*co 

a 


L- 

CD 

"E 


& 

<D 

S-. 


cd 

bp 


* c 

o 

CO 

(D 


3 

.2 

o 


t- 

J-H 

c2 

CD 


c 

.2 


£ 

to 


VO 

i 

j-J 


-C 

op 

IS 


CO 

*E 


<D 

CL 

2 


T3 

C 

03 


Cu 

”2 


CD 

C 


-o 

CO 

cd 


2 


CL 


D 

> 

c 


cS 


/ 3a 

.E 


D 

> 


’5b 

.2 


.2 


cd 

£ 


D 

.2 


.2 

*•3 

o 


CD 

co 

03 


<D 


4= 

op 


CD 

r 


-o 

O 

■£ 


*2 

o3 


td 

c 


’E 

cd 

E 


^3 

I— 

cd 

o 


*5 

CO 

cd 


"O 

T3 

03 


cS 

.E 


CD 

.2 

'E 


■o 

c 

3 


IE 

< 


c^ 

O 


oJ 

E 


S— > 

O 

E 


a 

3 



CO 



-o 


O 


D 




D 

O 

3 


5^-n 

Ui— 

o> 


:es i 
ion 
tion 


03 

CO 


-o 

o 

5— 


Cd) 

C 


2* o 2 
.2“ 3 


o 

CD 

3 


CL 

co 


2 

to 


.2 ■§ o 
■e s a. 


E 

c 



vo co S 



§ CX^L) < 0 

VO " ‘ 



, - C d 

H cd 

co jo 

0) "S 

Uh O O _ 

vo H CO ^ 



WJUS' o 



co 

^ o « 

co _ 
3 S3 S£, 

-§ 2 & 

.£ 8 oj 



. >> C 

3XO 



VO 

I 

J 



^ 1 - 



-o 

o 



rf 

to 



cn 

m 

a 

> 

Uh 

32 



m 

co 



1004 




oo c ^ 

£ O e c 

S5 g fi 
x> g — £ 

-C T3 o o 
<- o ^ c 
^ *2 cd 

- a c x 

fO ^ c 

^ I -T 3 D 

■o J « u 
o — fc o 

-C 5— _-i 

+■? OX) ,D £ 
D XT X- o 

c .5 g \£ 

C U o. « 

cd 3 — 

« -a .>» 2 
“2x1 

- r ,£P m 

o D 

,£ «< ^ 



D 



00 =5 

X 13 

c 



D 

C 

3 

E 

E 



C/5 

•= c 



Cd s— 

r -2 

.2 0> 3 



E «* 

£ - 

.E T 3 

c 

cd — 

£ -o 

0 (L> 

§ fc 

1 <s 

# c D 



D 

-a 

- o 



-a 

o 

o 



£3 o CL X> 



T3 

1 
c2 
-o o 

CQ cd 
^ ^ ~co 

*>» S 

•ti -g 

> s 

o • — 

< Q 



T3 
D 
« X> 



d a> 

"S 

O CO 

CO TO 



s a 



D 

C 

3 

T 3 £ 
2 £ 
22 o *o 

2 C ti 
O D 3 
•— v- cd 
CL 



oh <2 ^ 
d 



03 
3 C 
8 .2 
5 « 
2 «S 
"E -- 

cd 

P S 



0*^-0 
c s 3 

r m o 
b *-r •£ 

« . CO 

•g c 

3 1 > .2 

J g g 

©Mi 

JTa = 



-a 

’5 

td 

£ 



OX) 



co -o 
O £ 

s * 

o ^ 
1/3 

§ a> .2 

g. a.J5 

-2 -o 

•1 i £ 

C r, J- 
(D w O 

co *E fli 
>>0-0 
^ Id CO 
c/T £ cd 

2 « S 

*n .£ ~2 

x -o 
t Cc 
cd d cd 



-TD 

C 

cd 



^ r >* 0 

hf\— > — 



op 

D 

co 

# D 

*5 

c 

# d 

’3 

D 

-o 

o 

c 

3 

£ 

£ 



oo 

X 



£ 

_o 

D 

X> 

-a 

d 

x> 



— <D 

cd o 



c 

o 

a. 



o cd D 

'£ 00 C 

Cd r- 3 

O .£ ~ 



£ 

o £ 



T3 

C 

•- o * 
"O X> ~0 



<D 

co 

CQ o 

w S' 
g> 8 

•— (V) 

CO £5 

co g 
D 3 

S. I 

3-i 

» -O 

_ ^ 2 
— <u cd 



£ 

O -x3 

1 s 

2 o 



^ £ 



a> 



CD 



<D 



^ t- "O cd 



CD O CD 

ou.E S 



00 
1£ 

Id 

c 

.2 
‘3 

2 < 

^ CO 

i s 
i - 

c S 

•s sx . s . s ? 



a> <d 

T3 T3 

-£ _c 2 

U 00 o 

E X - S 



CO 



CO 



T3 

ts g 

c c 

5— I 

a> xx 
a> 
cd o 



CD . 

t E 

t a> cd 

^ *= 
j— £ 
Q- — 

!>^ ^ 

X—* "O 

-£ 3 



.1 §3.1 

't- s-T 

Cd (V) to 
2 ^ .2 
^ o ^ 

.£ "O .£ 



-a 

(D 



f D C 

0— ( M— i 

D *5 D 

co . 

a cd a] 



-a 

D 

td 



8 § 
- S u » 

D g) ^ ^ E- 

2 co -j J2 
^ d cd 2 ^ 

1 Q ■= § g .- 

- ^ s s : 

j, = di « 

d 8 ‘S 1 1 

c d 2 

^.2 .2 o ^ 

'~ ! X 92 ^ - 



D O 



3 



-a 
§ 
b 

7 T CO o 

S- “ •B 

d -a 

Oh < * 



c 

*D 

O 

5— 

a- 



= I g-s 

HH 

.5 O D — 



cd 

£ 

CO 

cd 



o 

E 
o 
c 
3 

_ S£ | 
o -o .= 



O <d 

£ co 

E oi 

O d 



, D 

o S 

b C 

.2 o 

| 

> E 

0> Q_ 

£P & 

cd 

03 -C 

8 

-o ^ 

D 3 

§ ^ 
-O 1/3 
O ^3 

S— D 

Cu O 



>» 

X) 

T5 

D 



D 

T3 -S 

S.S 

sf | 



13 o 
• S b 
?£ 
2 x> 



c 

o x: 

£ -4— » 



cd ’is D 

S? 2 j> 

^ 00 £ 

^ rlT co 



cd 

5 « 

"O b 

D co 
3 D 



D 

X) 

«3 



X .’ ' £ 

to D 2 c 



00 2 c 
c .S S 
2 2 § 
■k s £ 



C T3 
D C 
> cd 
c co 

d> 

D £3 

~5 ^ 

C^-H pO 

O 

co C 
<D cd 

12 to 

s.^ 

b 

o .s 

O-sZ^ 



o 



H 

D 

cd 

"2 •§ 



co D 

’£ .2 

0 -rt 
00 § 

1 o 
cd O 



co o 

CO • 

*£ g 

o > 
00 c 
cd .= 



cd 



o 

= £ 
■Sf 

cd cd 
3 C 
T3 .2 

£ * — 
§ £ 
S 8 

,D 



CO fl> 
D ^ 

^ 2 

3—1 

cd CX 



c .2 

(Tt ^ 



O cd 

C vo' 

o T 









S« o 

>5 ±> 

cd cd 
co ^X 
co 3 
cd 'O 
^ O 

b c 

p2 o 
CL C 

E i 

D C 

x; c 

w .£ 



O »-H U- 

3 co 2- 
T! cd 3 

g X -O 
3 § 

Jg « 3 
5 « o 

SgS 

3 15 3 

« S E 

D D co 



D 

3 

T3 GO 
£ 

03 ^ 



° ts ^ 

*3 D ^ 



o *z 



£ •- 
5— i H— * 

-D O 
cd 

o "2 
£ 
O 



D 

^ O 

X) d o 
cd 



> -2 



1*0-0 
« 6 e 
5-o 
= -3 SL i § 



D O 
O £ 

H 5 



.£ 
cd td 
co 3 

£ o 

cd v- 



1005 





differentiation activity of neoplastic diseases (e.g., 

polypeptides of the invention myeloma, plasmacytoma, 

(including antibodies and leukemia, lymphoma, 

agonists or antagonists of the melanoma, and/or as described 
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neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 
and tissues, hemophilia, 
hypercoagulation, diabetes 




mellitus, endocarditis. 
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cells. Such assays that may be multiple sclerosis and/or as 
used or routinely modified to described below) and 
test immunomodulatory and immunodeficiencies (e.g., as 
chemotaxis activity of described below). Additional 
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the art. Human dendritic cells described below under 
are antigen presenting cells in “Hyperproliferative Disorders ). 
suspension culture, which, when Highly preferred indications 
activated by antigen and/or include neoplasms and cancers, 

cytokines, initiate and such as, leukemia, lymphoma, 





upregulate T cell proliferation prostate, breast, lung, colon, 
and functional activities. pancreatic, esophageal, stomach, 

brain, liver, and urinary cancer. 
Other preferred indications 
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response element that may be Higmy preierreu inuiuiuuiu 
used or routinely modified to include autoimmune diseases 
test API -response element (e.g., rheumatoid arthritis, 

activity of polypeptides of the systemic lupus erythematosis, 
invention (including antibodies multiple sclerosis and/or as 
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the activation of Highly preferred indications 
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in its entirety. Exemplary esophageal, stomach, brain, 

human T cells, such as the liver and urinary cancer. Other 

MOLT4, that may be used preferred indications include 

according to these assays are benign dysproliferative 
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to modulate IL-10 production mediated immune response, 
and/or T-cell proliferation 
include, for example, assays 
such as disclosed and/or cited 
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1 helper l cells are generated 
via in vitro culture under Th2 
polarizing conditions using 
peripheral blood lymphocytes 
isolated from cord blood. 
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are antigen presenting cells in hyperplasia, metaplasia, and/or 
suspension culture, which, when dysplasia. Preferred 
activated by antigen and/or indications include anemia, 

cytokines, initiate and pancytopenia, leukopenia, 
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modified to assess the ability of complication associated with 
polypeptides of the invention diabetes (e.g., diabetic 

(including antibodies and retinopathy, diabetic 

agonists or antagonists of the nephropathy, kidney disease 

invention) to stimulate insulin (e.g., renal failure, nephropath; 
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T helper 2 cells are generated 
via in vitro culture under Th2 
polarizing conditions using 
peripheral blood lymphocytes 
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immune cell important in neoplastic diseases (e.g., 

allergic responses; they are leukemia, lymphoma, and/or as 

recruited to tissues and mediate described below under 
the inflammtory response of late "Hyperproliferative Disorders"), 
stage allergic reaction. Highly preferred indications 







1 


T3 

C 




X 


cd 




a. 


<lT 


. CD 


o 


CO 


X co 


c 


C 




*co 

o 


o 

o- 


f- a 


<D 


co 




(D 


C <L> 


C 


L* 


o 


cd 


<D 


bo 


C 


S £ 


c 


3 


- ^ 


4-J 


E 


§ E 


CO 

o 


£ 


bo E 


O 




3 — 


X 


-a 


-o 


CD 


H 


co <D 

a .2 


-a 


.2 


^3 


*-5 




O 


<D 


S- w 


.E 


E 


S E 



T3 

O 

C g 

<D £ 

E cd 

-O co 

II 

■si 

fi e 

t- o 

2 \3 

<d 3 

u <D 
°- £ 
< T, 



bO 

. £ c 

a < 



-a 

CD 



e>b g 

ai T3 

w o 

bQ 



CD 

4—i 

- 2 
Cl 

! j g 

S £ 1 

.sss 



c 

o 



<u 

> - 
• £ <2 
J -O 

T5 O 
«*. _C 

0 -g 

€ s 

1 » 
l-i 

X -2 

S g 



CD co 



£? -o 

.3 3 

a 1 

2 d - £ 
<d o ^ 
C ~ c 

•“ ts .2 

bb -o td 
<d o .2 

W o-"§ 

5P cd — 

.£ -c -o 

cd - s-, 

cd L- 

3 rr ,<D 

S U- 

Z P 
' w h Ou 



cd 

c 

3 

s 

£ 

CO S 
Cd *- 

r JJ 
bo 

CD 3 



£ 

CD 
X 

T3 

— <D 

^3 X 



-o 

O 

O 



o 

co 

— (D 
X -o 



-3 £ 

2 « 

JS T 5 

o> 

I L 

T3 O 
O ^ t- 
O ^2 J2 
CD « g 

- c ~ CO 
^ * *05 Cd 

*V *— 1 ^ 

.^■8^ 

o -2 £ 

< Q r 



c 

o 



§ ‘-5 

5- £ 

e3 "S 



co 
cd 
_ CD 

cd 

o -O 



S 5 .2 td -2 



*co 

o 



8 I 

Q- 03 

^ b> 

x' -a 

3 



•rr w 

■c £ 

x 2 

ts ■£ 

* £ 
.“2 a> 

0 co 

1 §■ 
E 3 

3 — 
<D O 

~ £ 
CD 



-o 

CD 

CD £ 

cx o 

1 s 

2 ^ 

E , s 

<D s— i 

52 o 

cd — 
CD -O 






a .s 



(D ^ 

V — ✓ CO 



c 

X 

2 

CJ 



m 

c T 

.3a o 

,32 13 

*+- 

-o "O 

g.s 

3 *C 

E o 

CO 

E cd 
■a 

~ CO 

T * 

J2 bbl 

£ .» 




IH 

c 

cd 

E 



Q 

O 



bO 

3 

O 



O c 



(D 

C 

2 . 
m £ H 

« E J§ 



.2 o. c 

o 4-* co .3 o 

2 2- 2 — 3 

« ‘C ^ c ^ 

^ g § £ J£2 ^2 

2 cd " ‘ 



c3 w w 

oo a> o o 





oo 


ON 




CO 


WO 






w-> 




r- 






oo 


m 




X 


X 




X 


X 




X 


tu 




a 


a 




X 


a 






to 




-d- 


^J- 






*“ 1 



1036 




-o 

QD 

4— > 

od 

-5 

CD 

E 



-o ^ 

OD 3 

cS .2 
•5 gj 

<u 12 



cd — 



CD 
CD QD 



od 3 H 3 



0 


0 


cd 

OX) 


O 


H 


& 


dr 


cd 


e 


c 


2 


OX) 


CD 


*co 

co 

CD 


CD 


c 


c 


3 




3 


i~i 


3 


CO 

O 


E 


CX 

CX 


£ 


O 

-O 


E 


3 

co 


.£ 



3 — 

•2 c 

cd ^ 

.2 c 

-o o 

•s 13 

-o E 

E | 

<2 g 

2 .E 

P" <D 

>> ~Q 

2 -E 

CD CD 



co 

4— > 

S j= 

Cd CX 



co 



I'll I 

.2 |-o >• 

"O -2 •— 

2 *S) 

o.£^ 

5i 

e do a g 

E .S -S -2 
t£: -g •£ H 5 
.E £ 5 "S 



-C 


QD 

-o 




cd 

j- 




*2 

(U 


•0 

2 


co 

£ 

CO 


00 

X 


^3 

O 

.E 


OX) 


"O 

c 

cd 




t- 

O 

CO 


tQJ 
C 4— 1 
QD 

t- 


cd 

a. 

0 


w 


co 

c 

.2 


QD 

CO 

QD 


cd' 

E 

0 


D 

-O 

C 

3 


s 

QD 

> 


cx 

-3 


QD 

3 

QD 

”3 


a 

CD 

co 

CO 


£ 

CD 

*-5 

.E 


CO 

cd 

CD 

CO 

'-S 


-C 

CL 

E 


QD 

X) 


*3 

cd 

L-i 

f QD 
X- 


Op 

IE 


J3 

CD 

.E 

CO 


C 

.2 


-o 


.2 

*■*5 


cd' 


"3 

QD 


CD 

CX 


"E 

c 


3 

.2 


cd 

CD 


2 

c2 


CO 

jd 

O- 


£ 

J2 


£ 

*n 

CD 


QD 

CX 

>* 


’3 


*3 

cd 

CD 


*•5 

.E 


QD 

u. 

CX 


O 

QD 

C 


3 

QD 


CO 

QD 

*3 


X 


*3 

< 


'"S 

.E 



cd 

E 

o 

CX „ 

E tj) 

5 cd 

E | 

<D O 
^ — 
3 OX) 
CD 

■ — cd 
CD E 



CO 

Cd 

33 q> 
— *— 
O 
co 

CD 

^ 4— » 

O' 03 
cd 

£ o 

.2 &. 



c ^ 

’cd ^ 

S 

i-g 1 

l= <33 O 

g £ 

E S cd 
CX co c 



~ rf _r 



3 cd 
cd 



cd 3 
— ^ T3 

o OX) - 



CD 

-o 

J3 

CD 

3 CD 

— > 

2 *3 

3 cd 

0 *- 

(D 

td i 

.2 O 

1 B. 

.3 CO 



-2 

cx 

.a | 

to 8 

cd CD 

I s 

CD 
C 



2 



CD 



cd 



T3 
3 

J E 

.2 — CD 

co ^ 3 

^ 2 cd 

cx S 3 « 

« « 'U 



^ o 

2 c £ "ol 

■o £ = =1 

Cd 



C ^ <D cd 



~a 

c 2 



£ S 

S w 

S £ 



.2P o 

cd £ 

E 3 



§?§■£ 

-5 CO ^ 

— CD — 



J 3 .sp 

od 3 

s- CD 

CX -D 



3 CO 
CO 3 

b .2 

-o .t; 

6 1 

.2 o 

T3 O 



_ CO 

a * § 

Sr J 3 

*> cx.a 

CX co - 7—5 
-3 T3 C “ 



CN 

NO 

m 



<N 



qd 



— 3 



o 
£ 

N* 

5 33 



.x 

CD 

cd , 
no 
o 

~3 T“. 
3 ^ 
cd cn 



-3 

<D 



CQ 



o — 

£ CD 

C 00 
<D 



CN 

co <^s 

-a on 
o — 



CN 
OO — 1 

®g co 

ON 

O 3 
T3 w CD 

S^o 

< co 
NO 

4— > 1 

Cd CN 

^ CO 
CD NO 
O * * 
u- no 
Oh OO 



2 

3 

o 

CD 

CD 



CxO 

_ c 
g H p 
o . 

P- 



tJ) 

c 



8 2 

•E 1 
= «> 



CO 



CO 



T .3 



ON 

ON 



cd 



CD CD 

o 

c 

.2 ^ ■ 

*§ a> 

«+H iO 

O X) 



o >> 

3 « 

C« — 

•a •§ 
S O. 

3 QD 
CD Jh 

Jd ^ 

co 

>N HO 
Cd Cd 
c co 



cd 



« O 

CD 4-» 



5> S 
3 3 

s 1 

OX) 3 

3 >, 
O ^ 
5 — cd 

3 cx 

r £ 

OX) CD 
-^UJ 

2 

x> 

cd {J 

n 



cd 



CN 

1 

•-5 d 

8^S 

d -£ w 
cd • — 

CD — 

^3 1 1 1 « 

CD 2 CD 
co .3 • — 
3 CD ’E 

OD 3 > 

_o ^ 

co O 

£ co 

CO 

H-* Cd (D 
2 CD O 
*■3 co ^ 

^ QJ 1 — I 

J2 ^ hJ 

sib 



o . 

OD >> 

3 ;> 

3 o 
O cd 



.3 X 
co o 
C 2 
<D O 
CX ^ 

on O 



5 S 

"3 co 

« T 3 

6 “ 

■a E— 



1037 




'■s 

07 



- 15 2 
2 tot ^ 

C T ) ^ O 

8 ;§ j 2 £ 
° * O. I 
S E 

c >> 

07 — 

cx <u 

O t* 

ts. 



CO 



p 
|f 

03 f 

CL’S 



07 

03 

07 

<75 

03 

07 

<75 



C/5 

t 5 C/D 

15 Q 

I < 

CO 

<73 ^ 00 

£2 o3 # X 

O - £ "S 

t 

j " * 
< £ 2 
^ 07 g 

2 o. J 

E S 9- 

« 3 E 
s E ^ 



07 

CiO 

03 
07 
^ W3 
07 X 
<75 ^ 

§ *07 
.22 £ 
-a o 

<75 

§ b 
t# 2 
E g 

1 | 
C CO 
03 CC 
*— 1 G. 

bc.E 



o3 c^ 

?E ° 

IE c 

CL O 

2 « 

■' <75 

07 



<75 

07 

<75 



-a 

c 

cO 



-3 <75 

<75 E 
r- CO 

s m 



1 1-^ 

CL r> 

rt 3 S-O 

.2 c^ qj a> 

c - ^ «-> 

<D <75 

O 03 



O .t3 

II 

3 07 
bl ) O 
co -a 
o c 
o a> 

g ws 
g- 3 
>-* .t3 



O X 

~ 07 

•2 £ 



2 co 
CL 



3 o 

07 C/5 

C CL 



O 07 

c x 

g .2 

£ -O 



c c 

E 2 



<L> .2 

G 

^<2 
^ aS 

.2 §* 
.ts S- 
bO o 

E .2 
c "6 
a> *s 

E cO 

o 



c 

.2 

*x 

C cO 

'<■-1 

» .C 

■ T3 

>N <D 

bO H 

U 5 — i 

07 eg 



•O ^ 
§ 2 



E ° 

•S "3 

to -a 

cO CO 



13 ^ 

.2 o « 
o a> § 
ifi X 8 



• — >— i 

C -3 <75 

co *c 3 

~ 07 O 

°P « t> 

07 <D 

W ' <75 ^ 

c CO C 
O <u S 
\G £ s- 

07 3 <L> 

& -g 

.5 --5 § 



07 
T3 c 

07 ■ — 
CD 

s «s 

07 ^ 

c 

G 2 

bfl C 

^5 
. o 

_o 

E 

07 



C 

o 



07 

o 

5- !S 

<2 07 

-a *£ 

2 ° 
X "O 

07 C 

£ w 
c bO 
C0 C 
<75 *G 
07 CO 

11 

07 .2 

.3 <75 



— 07 -r-J 

-G 5 
•3 4-i 'S 

-cot 

07 ^ p 
> G c 
07 c0 

2 E co 

C — - 07 

-3 *0 

= 2 -2 

? E c 

07 — 



07 



^ -O 
-G 2 

O 07 
s— 

b 0 CL 



<75 

2 

CL 

O 

CL 

< 

07 

<75 

CO 

CL 

<75 

CO 

a 



07 2 
— -T3 

IS >>,2 

£ gfa 

07 ^ 'g 

j- -a o 

co c E 



cO 



O 



■s t; — 

2 co g 3 b 

a. — 

3 C 

8 G 

2 ^ 



c 
.2 
C -O 

a> c 

> cO 

G c/5 

07 

07 13 
r-i T3 
^3 O 
4- X) 

o x 

<75 



_ CO 
O 07 



O <75 



O, ? T 3 1 ) 

<75 2 *^7 </5 

CO G <75 C75 

07 3 CO 



CO 

72 Ml 

8.1 

2^" 

O 5 
CL ^ 



S 

u 

S 

5 



Oh 

< 

w 

GO 



3 

E 

3 

G H 
C ro 

ON 

o CN 



07 

a 



07 25 

X o 

4— • 

o 

•o o 
c 9- 
UJ < 



ON 


ON 


ijn 


in 


in 


m 






m 


cn 


X 


nJ 


(JL 


[X 


Uh 


U- 


pT 


PC 


2 


PC 



o 

X 

tri 



o 

GO 

Oh 

UL 

X 

n: 






or> 

^0- 



vo 



1038 




— ■ '4— 

<u 



CD 

O 

2 

"53 

£ 

4—1 - 

o . 

X 
£ - 
<d 

CD 

£ 



£ 5 

i= do 



x 

<d 



O, 

X 

CD 



£ 
o 
*>3 
c 

<D 

Ij, 

l-S 

u_ -3 

0 -5 

■£ S 

1 « 

'■§■1 
X X 

E g 

CD .b 



<D 

<D 

^ eS 
X C 
cd u- 
x cd 
<d x 
X cd 

0 £ 

-o < 

1> jf 

CD O 
.£ X 
,3 cd 

11 

1 2 

co Cl 



*ts X 
o o 
*2 x 

g « 
£ £ 
X cd 

O CO 
X) <D 

£ ■§ 

<D — 

■O g 

2 .5 

U. C 

<2 .2 
o 



<u 

o 

Id .2P 
x x 

<D . 

X < 

O 

-a 



a> 
‘ X 



-a 

o 



a S ^ 
x •— 

CD <D 

*- X 

X 4— • 



a> 

£? e 
c .2 
5 g 
cS 
"o 

i-l 

Cl 



O n> 

C £ 
<D cd 
£ co 

'"5 -o 
2 -2 
£ g 

<D * — 

x g 

<d o 

fc *5 

QJ C 
X <D 
<L> > 



O o 

+2 X 

g d 

E £ 

*73 ^ 

O co 

X) <D 

£ 1 
a> — 
__ o 

X r- 
<D X 



e £ | 

8 35 
2 — o 

o Cd -Q 

j> x £ 

CD 



CD 



cd 

CO 
<D 

^ -a 

x 13 5 -5 



x 
0 o 



cd 

> 

td 

£P E 

.£ CD 



CL 00 

O — 

CL <D 
cd o 

cd— .a 



c .2 
X o 
-E x 

—5 4 — » 

c 0 

£ x 

X £ 

to CD 



<D 

■4— • 

& § 

X — 
CO 03 



r 4 — » *x3 
CD O o> 

* X *— 
CD b U- 

N ' £ QJ 

g>£1S 

.£ o 



cd 



CD 

£ 

o 

X) 

£ 

<d 



•— ^ ^ > 
.-2 *55 s 

£ O £ “ 

£ a..5P^ 

*g o x *^3 

£ o 



C £ T3 
c <C <D 
"X . H 

^ .2 M 

,0 --2 p 
CL 



a> 

£ 

cd 

CO 

a> 

-a 

o 

c 



o c 



c 

<u 

. £ 

.2 '-5 ®* 

^ o ^ 

§ ’i *1 

l-Si 

5 fc C 

6 a> O 

^>*5 -J3 



2 <u 
.2 > 
-a 

b cd 
cd r“ 
o £ 

CD 2 



-O 

o o 
-c 
§ a> 

E E 

"O ^ 
O co 
X) <L> 
C ”P 



— cd (D L=: 



■? 151 



53 rb 



•X cl ^ 

IS >? c 



cp Jjb <u 

cd X -£ 



c t>D 2 



< o 



< 

X 

CL 

2 

tt 

<D 

CL 



<D 

X g 
<d .b 

b c 
c^ .2 
2 *£ 
CL (L> 

i- g 



o .Sfl 

.2 x| 

J a 



co a> w 



tt 

D 

CL 



cd .b 
CL 

co O 
cd 
o 



CD 



0) 



CL 
O 
CL 
O cd 

_ £ *o 

CD O ^ 

«S *- Cd 



<L> 

£ 



c 

.2 CO .ft 



£ c 
o S» 
go C 

cd •— « 



cd 

2 

o 

Vh 

CL 



.£ 


*3 


CO 


co 


0 






CL 


CO 


*55 

O 

a. 


CL 

3 

co 


Lm 

0 

E 


0 


CO 


3 


CL 

cd 


13 


4— » 

X 


X 


0 


O 


0 




CD 




cd 


Jm 


£ 




3 


'O 

X 


13 

X 


4 —* 

cd 


0 


4 — » 


3 


3 


0 


O 


X 


X 


co 


c 


c 


cd 




<u 


> 



C 

o 



2 

CD 



2 J 
S f 

£ o 

3 £ 

r- £ 



^ O 

■g S 
« o 



£ <u . 
O 

co ^ 
>> >? X 
cd 2 d> 
co c - 



co £ 

^ -b -o 

j= 2 
J « e 

b“ co X' 
£ O <D 

s §-•.§ 

w I g 

CCS b 

(D 



o 

g 

.ti 0 

C X 

o ^ c 

W •£ s 



CD co 



o 

co 



CO 4) 

o -*= 2 



c 

cd 

CD 



o 

o 

co zz 
CO O 

cd T3 



>> CO o 

CL CL ’O 
CL co D 
3 cd g 



3 w 
co O 



Q- ° 

« s 

<U X 

co .X 

^ o .b 
& &’ T 3 
o 2: 3 

4-> 3r* o 

o .£ 
ac 



tL> 



c ^ 
o w 

CD-O 
cd 3 

c 2 

cd _c 

Lm *£_ 

o ^ 

co o 
co X 
X c 

§ s* 

S? C 

cd — ■ 



m § 
CD o 

P4 CN 
Ll 
„ X 
X CS 
cd 



x 

c 

cd x 

>c g £ 

CO W 



r-* 

m 



5« iL 



cd 



3 

o 



c 

X ci 

(U 10 

CO OO 

9 s- 
o 4 b 
52 q 3 
X x 



9 x 
«: = 
o “ 

CO LT o 

« o 
> o x 

< 

Id co ’“l 

tj cs g 

L- nv S— < 

Oo5 

JZ cs DC 



c £ 

8 e 
^ J 
r. a 

(o * 

ON -g 
ON .O 
rt, x: 

0 x 
00 pb 
1 o 

^ _e 
» o 

X cd 

CS » 

^ ^ X 

CO O 



c w 

g « 

-fe CCS 

X ‘_-Z 

2 « 

-S 

X ^ 

3 UJ 
£ . 
a £* 
I.S 

C C 

.b a> 



4> 

CO 

^ « 
O 

4 — » 

CD *£ 

i « 

8 3 

cd X 

•s §■ 

co n> 
—5 u< 
cd 



x 

>» cd 

g S 

C Cd 



CD 

X 

H ^ 

a £ 

L> w 

P 5 - cd 

£ x 

C Cl ^ 

o c b 2 
o b x 
«u <d 

3 ^ 

2 

x ^ 2 

*r § o 

M 3 T5 

«> O £ 

W CO L> 



13 



CO 

« ■§ 

co O 

cd X 

8 s 

<D O 

*5 '3 

o o 

b; cd 
tD o> 
.£ c 
x *> 

8 -2 
O <L> 

cd x 
x _£ 

<L> o 



cd 

(U 

X 

cd 

x 

o 

X 

U 

W 

< 

x 



1039 





iclude 



03 

_ CD ^ 

— di 
oo w -a 

g co c 

2 CD 3 

,ts s £ 
. 2^0 
*0 *— <D 

c -o x> 

I'll 

<8 e-is 

d> O oo 
c cd cd 
a C T3 



cd 

-o 

S-. 

o 

GO 



t; 

05 

r (D 

CD -3 - 



CD 

C/3 

05 

cd 



<d cd 

> -3 

1 o 

£ £ 
— (L> 

o -o 

2 5- 

B* o 

S— ' c/5 

CD 

a.-o 

-O 

X c 

2 05 



a> cd 

£ *1 
CD 0D 
to 

>> g 

co O 
u. ^ 

-I © 

3 GO 
O 05 
to O 
o5 oo 

.11 

ll 

o ~3 



£ >> 
o _3 

* 13 
c £r 
.2 £ 
a e 

cd o 
ti -Q 

CD C 
O- 03 
>> O 

^ .52 

P 00 

M i 

*3 CD 
. o5 ■*— * 
Oh c /3 



<ts 

CD 

c 

c 2 
o o; 

\3 2 -o 

03 2 3 

. - c3 « 

GO c /5 c/5 

CD y o 

2 s s 

c5 5 ^ 

3 t— i s_* 

> P « 

— * Eh 

> > 05 



cd — , 

•-5 .2 



>. 03 

.3 O 

cS ^ 
o. ^ 

2 .1 
-3 ^ 

CL o 
CD _c 3 

c -5 

.2 fe 

3 03 

a> 2 
-g 2 

C3 



to ^ .£ 



cd 

o 

o 

>> 



-o 

§ 

-o 

05 

O 



o cd 
3 > 
g o 



« E 

c g 

.2 >, 

H-» -O 

2 o 

c2 £ 
cd 



cd « 

■o T 3 



& 5 
-2 t! 

<3D 05 

■O a 

-o CD 
CD £ 
-O 

*5 .2 

CO -o 
CD £ 
-T3 03 

co U 

3 s * 



GO 

3 

.2 

3 J-T 
.2 -2 
"5 3 

.5 a 

"« I 

*l o 
JEd T 

<u o5 

Q- ° 
CD 

^ T3 
J= 3 

.SP13 

X .S 



3 

CD 

GO 

o o 
‘ 5 b *E 

3 C 
03 



cd 



o 

3 

CO 

CO 



CO qZ. 
r » cd 

cb 



OD 
? 

CO r _ 

o3 J2 
^ CD 
CO CO co 
3 oo 03 

3 : ^ o 



-S 

§ 

J8 g 

H-» *3 

q- '<u 

O > 



03 

— <U -3 
c5 ^ 
^ co co 

8 fe S 

« *2 'H 
-goo 
3 .2 .2 
<D T3 T3 



<D QJ 

E S 

CO C^ 

O O 
•*— * 

rtj CO 

_o 

.5 S 
■° S 

CO • — 
03 "O 



co r3 
- Cl 

S 2 « 



CO 

.2 

’3 

<D 

t2 

03 



"O 

g S 

q— i 3 

ti 
^ 60 
-c t« 

CD 

X co 
3 

o 

CO 

o a 
5 -2 
J -2 

D- .3 

E (D 



CD .U 



CD 

if 

3 

o -2 
!.§ 
s « 

co g 

g S 

S 5 
^.2 
‘cb ’E 

3 05 

03 CD 



CD 

Ui 

03 

-a 

3 

03 

co 

CD 



03 

co 
CD CD 
> 

o -a 

'■§ § 



"O 

15 S 

- £ 
co irz 

.1 O 

1 S 



-2 cE 3 



-o 

c 

03 

CD • 

c 5 

0 .2 

+-* -4— » 

1 os 
3 c 5 co 

3 3 > 

ill 

> > x 

^ CD 



q-H — 
° 8 
CD ;S 

E 2 

03 

X 
CD 



3 3 

*- -O 

-o 

CD dD ’ 

> -a 

o -E 

> CD 

£ .E .£ & 



CD 

CD 



.52" ^ 

CO - 1- * 

CD ^ 

§ S CD 

g > S § 

CD fc g 
3 p E 
rrt CL .3 



1040 





preferred are indications that 
inhibit angiogenesis and/or 
cardiovascularization. 

Highly preferred indications 
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hyperplasia, metaplasia, and/or 
dysplasia. Highly preferred 
indications also include arterial 
disease, such as, atherosclerosis, 
hypertension, coronary artery 
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cytotoxic effects on a variety of for stimulating (e.g., increasing) 
cells are well known in the art TNF alpha production, 
and may be used or routinely Highly preferred indications 
modified to assess the ability of include blood disorders (e.g., as 
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approach" Chapter 6:138-160 neoplastic diseases (e.g., 

(2000); Verhasselt et al., Eur J leukemia, lymphoma, and/or as 
Immunol 28(1 1):3886-3890 described below under 
(1198); Dahlen et al., J Immunol “Hyperproliferative Disorders”). 
1 60(7):3585-3593 (1998); 1 Additionally, highly preferred 






anemia (ALL), plasmacytomas, 
multiple myeloma, Burkitt’s 
lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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invention) include assays hypertension, stroke, and other 

disclosed in: Satin LS, et al., diseases and disorders as 
Endocrinology, 136(10):4589- described in the "Cardiovascular 
601 (1995);Mogami H, et al., 1 Disorders" section below). 
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ATCC) and/or may be routinely 
generated. Exemplary cells that 
may be used according to these 
assays include microvascular 





CD 

-o 



OD ^ 
cj CD 
w -o 
co G 
CD G 

CO ^ 

cd £ 
<D o 



cd 

T3 



O T* 

GO CQ ^ 

5 * s 

<u ob "§ 

.> 6 G 



co 

co <d 



03 



CO 



- co - r^> <U 



•o J8 

.2 T3 

Ji> 

§■8 
CD <D 

C -O 



^ uy — — 

.t *o O 

— fc* O 

o o z: 

co O 

P- GT CL) 

cd rE 
O.T3 *- 
>T O O 

^ o 1/5 
ZC X CD 
3 X T3 



5— »_L 

03 35 
-—0-0 

o — E 

3 ?> ^ 

.2 o *£ 

" 2^-8 

03 C C 

CJ 03 O 

3 ^ ^ co 

„ ~ To Q 

•v *- w 

b ^ "O 
*£ ^ S 

.£ O Cd 

ts .22 u 

< Q c* 



.1 1 



<d o 



C -O 

•— CD 

c x 

os *C 

cs o 

KA 1/3 

op 

<D T3 

'' — ”' CO 

G 03 
O D 
' co 
03 
CD 

co 



I .a ^ 

5 1 



CO 
* CO 

- O 
& -*=S 

s E 



CO -4—* £■ 



O 
<8 

-S -o 



3 T3 G 

.2 £ £ 
\G *- .5 

8 <£ 2 
X CD 3 

£ a* 

S >_ CD 

<D _G G 

^ .SP a 
§ 33 .5 



__ CD 

tc -s 

03 b 
C2 & 

0 co 

1 §■ 

E 3 

G — 

<D D 



-o -o 

S c 

OS cd 
co ^ — N 
’co ^ 

2 o 

CD CD 

73 x 

<D CD 



03 c 
r o 
op x 
cJ "O 
w -a 

CO 

a> < s 

*5 
c 

<D 



OX) 



x o 

3 co 

► C *> 

E -a 



CD 

-o 



•2 1 

03 03 

.E C 
-o o 

.2 e3 

T3 E 

t I 
<22 <= 
22 = 
P; a> 

3 -5 

OX) <D 

c 



co 

CD 

co 

co 03 
C U 
o 

. X "O 
co 03 
s— CD y 
<D *X 
"O "O co 
J- C 03 

J "O §• 

■o a § 

g^<S « 

S CD T3 
03 3 

£ ^ o 

E ^.S 

frt ^ 

r— CX) O 

^ .zr co 

.E 33 o3 



CD 

TD 

C 

-f = 

E ^ 
o © 

-C <D 

E X3 



E 3 
jg ■o 

CD 



03 
u- 

r J2 

ob -o 

e § 



o 1/3 
-a c 
k ° 

.i ‘•a 
Q ^ 
Si I 

i! 

,<u fc 

= <2 

S 2 
a. a. 



CX 1 



to 

« g 
2 2 
s ° 
S-& 

■§ S 

os jzA 

CO 

E -S 

CO C 

^ § 

CU 

O 3 
CD CD 

c 

D col 
-T3 03 1 



-C =5 



OX) 

nr •— 
s X 



-E x 

o O 



CJ 

UJ 



CD 

CD 

73 

. ^ 
x 
1 ’*— * 

CD 



Ou 
O < 
C CD 
2 *£ 
c 3 x 

> 0X) 

J3 5 

CD O 
cd ^ 
CD ^ 

£ G 
.2 
S ^ 

co ‘C 
>> O 
o3 1/5 
co G 
co cd 

< E 



O O 
5 n3 

CD 

8 S 

^ CD 
CD 

S C 
-2 ^ 
a> ~o 
c 

03 

c 

CO CD 
P JS 



CD to 

G CD 

^ x *"§ 

co •£ O 
<D ^ D 
co 

co O 
03 co 



GO 



tz to 



CD 



.2 
%— * 
o 



CD 



c 

O <D * 
E T3 OX) 

TD .E 

CD CX -o 

S 8 , 3 

§ o .E 
E Oh W 

Vm C 
° .2 
.S b c 

+* ^G CD 

in 



E -I 

a-g 
I s 

o3 q 



Xi O 

CO V-J 



O 

OX) > 
cd G 



8 ^ 



^ CD o 

Q- X) 2 

<! >> -o 

cu cd CD 

|EE 
ra -g 



OD 



cd 



cd 



-O 

c 

cd 



0 

1 b 

cd ^cd 
»-G £X 
1 £ 

2 x 

OX) PJ 



c <D 

.2 CD 

CX CD 

■— (O 

G 



G Ep 

<D <l> 

S .1 



o __ 

q nD 

M « 

<D S2 



CO 

<U 

§ °~ 

E S = 

CD -O ^ 
<D *£ ^ 

So -a 
C g- G 
o E? -n 
Cl o c 

co X .E 
CD , O 
U- c^H 

• O C 

cu >^-2 

< r c 

to — > 

22 8 .S 



O 



a-§ 



CD 

c 

CD 

O T3 
• C 

: cd 

03 r- 



— O 
O X 

E c 

<D 

S DC 



x UP 



E CD 

cd c 

i— • — 

O 
co 



C c 
O « 
OX) > 
cd 

-o 

G 
cd 



(D r P 
OX) U 

5— . r, 

CD 

' CO 00 
w oo 

C OS 

-o ^ 

co 

o 



- 

.E os 

co 2 

-o o 

a oo 

« m 



c J2 "T E 
^ o ’D g 
— so ^ 
■O so ^ 



CN 
SO 
CO 

• 3 2 

(N 



< s 

co x 

D3 — 

o -8 
oo 
-o 

cd oo 
<D OO 

< OS 

£ VO 

:z ^ 

n c^ 1 

2 ^ 
£ 5? 

r cn 
73 *> 

73 S3 



r- 

os 

os 



- oo 

£ S 

o r^s 

U o 

— oo 

o O 

S £ 

— > OS 

r ^ 

73 cn 



7S cs a 



T3 
C 

o 3 

s ^ 

‘- LJ oo 
zr os 
<D OS 

O o 

0 C^S 
^ os 
^ Os 

- 

73 *o 

” oo 
<u os 

1 £ 

oo 



§ 

E 

£ os 

— OS 

(—5 Ov 

L« 

G w 
UP '^ - 
^ ' T d - 
— : oo 
cd 



CD 



OO 

m 

oo 



s hj 

2 oC 

Uh CN 



-G 

OX) 

G 

O 



CD 

C 

G 



cl 



CD 



E H 

E ^ 
,E cd 



GO 



OCX 

o kjx- a 

r .E cn tJ ^ 

prt i— < CD C 

> O ^ CD 

,Zm 1/3 ^ C GO C^ 

3 I &! Ji =S TJ 

< 2 < u o o 



<N 

so 

so 



so 

CN 

H 

Q 

O 

DC 

CC 



oo 



1051 





contents of each of which are prostate, breast, lung, colon, 
herein incorporated by reference pancreatic, esophageal, stomach, 
in its entirety. T cells that may brain, liver, and urinary cancer, 
be used according to these Other preferred indications 
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cells (such as natural be used or routinely moamea io auemauvt F .vivi.v« 
killer cells). assess the ability of embodiment of the invention 

polypeptides of the invention includes a method for 
(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production. 





invention) to regulate serum Preferred indications include 
response factors and modulate blood disorders (e.g., as 
the expression of genes involved described below under “Immune 
in growth and upregulate the Activity”, “Blood-Related 
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available (e.g., through the described below under 

ATCC). Exemplary T cells that “Hyperproliferative Disorders”), 
may be used according to these Additionally, highly preferred 
assays include the NK-YT cell indications include neoplasms 
line, which is a human natural | and cancers, such as, for 




killer cell line with cytolytic and example, leukemia, lymphoma, 
cytotoxic activity. melanoma, glioma (e.g., 

malignant glioma), solid 
tumors, and prostate, breast, 
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disclosed in: Soeta, C., et al. 
"Possible role for the c-ski gene 
in the proliferation of myogenic 
cells in regenerating skeletal 
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fuse to form multinucleated 
myotubes and striated fibers 
after culture in differentiation 
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immune reactions to 
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agonists or antagonists of the stimulating apoptosis of 
invention) include the assays endothelial cells. An alternative 
disclosed in Forrer et al., Biol highly preferred embodiment of 
Chem 379(8-9): 1 101-1 1 10 the invention includes a method 
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ai^iv^vuvu.L,, < . . 

permeability, vascular tone, and embodiment of the invention 
immune cell extravasation. includes a method for inhibiting 

angiogenesis. A highly 
preferred embodiment of the 
invention includes a method for 
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angiogenesis, sexual disorders, 
age-related macular 
degeneration, and treatment 
/prevention of endometriosis 
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apoptosis in caspase apoptosis are 





1067 





455(3):3 15-20 (1999); Lee et ulcers and impaired wound 
al., FEBS Lett 485(2-3): 122- healing, and infection (e.g., 

126 (2000); Nor et al., J Vase infectious diseases and disorders 
Res 37(3): 209-218 (2000); and as described in the "Infectious 
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Proc. Natl. Acad. Sci. 1980 

77:3519. ; 

HHSD153 565 Activation of Assays for the activation of A preferred embodiment of 

transcription through transcription through the Serum 1 the invention includes a method 
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cells that may be used according neoplastic diseases (e.g., 
to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an IL-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
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inflammatory bowel disease, 
neutropenia, neutrophilia, 
psoriasis, suppression of 
immune reactions to 
transplanted organs and tissues, 





hemophilia, hypercoagulation, 
diabetes mellitus, endocarditis, 
meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
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immune cell polarization, and/or A highly preferred indication 
mediate humoral or cell- includes allergy. A highly 

mediated immunity. Exemplary preferred indication includes 
assays that test for asthma. A highly preferred 

immunomodulatory proteins indication includes rhinitis. 




evaluate the production of An additional highly preferred 

cytokines , such as 1 L - 5 , and the indication is infection ( e . g ., <*n 
stimulation of eosinophil infectious disease as described 

function and B cell Ig below under "Infectious 
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lymphocytes that mature in the disorders and pre-neoplastic 
thymus and express a T cell conditions, such as, for example, 
receptor and CD3, CD4, or hyperplasia, metaplasia, and/or 

CD8. These cells mediate dysplasia. Preferred 
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llllllUilO j- A 14- V«1 1 7 1 , p 

promotes IgG2a and inhibits IgE invention includes a method tor 
secretion; induces macrophage inhibiting the production of 
activation; and increases MHC IFNg. Highly preferred 
expression. Assays for indications incl ude blood 




immunomodulatory proteins disorders (e.g., as described 
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"Lymphocytes: a practical Disorders”). Highly preferred 

approach" Chapter 6:138-160 indications include neoplasms 
(2000); Gonzalez et al., J Clin and cancers, such as, for 
Lab Anal 8(5):225-233 ( 1 995); example, leukemia, lymphoma, 
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hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, 
asthma and allergy. 
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lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver and urinary cancer. Other 
preferred indications include 
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additional preferred indication is 
infection (e.g., an infectious 
disease as described below 
under “Infectious Disease”). 
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204 (1999), the contents of each retinopathy and blindness), 
of which is herein incorporated ulcers and impaired wound 
by reference in its entirety. healing, and infection (e.g., 

Pancreatic cells that may be infectious diseases and disorders 
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(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production, 
invention) to regulate the serum Preferred indications include 
response factors and modulate blood disorders (e.g., as 





the expression of genes involved described below under Immune 
in growth. Exemplary assays Activity”, “Blood-Related 
for transcription through the Disorders , and/or 
SRE that may be used or "Cardiovascular Disorders ), 
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T cells with cytotoxic activity. Additionally, highly preferred 

indications include neoplasms 
and cancers, such as, for 
example, leukemia, lymphoma, 
melanoma, glioma (e.g., 
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ATCC). Exemplary mouse T hyperplasia, metaplasia, and/or 
cells that may be used according dysplasia. Preferred indications 
to these assays include the include arthritis, asthma, AIDS, 

CTLL cell line, which is an IL-2 allergy, anemia, pancytopenia, 
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cell proliferation, activation, and differentiation. An alternative 
differentiation. Exemplary highly preferred embodiment of 

assays for ERK kinase activity the invention includes a method 
that may be used or routinely | for inhibiting adipocyte 





modified to test ERK kinase- differentiation. A highly 
induced activity of polypeptides preferred embodiment of the 

of the invention (including invention includes a method for 

antibodies and agonists or stimulating (e.g., increasing) 
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cell line that is a continuous and/or “Blood-Related 
substrain of 3T3 fibroblast cells Disorders”), immune disorders 
developed through clonal (e.g., as described below under 

isolation and undergo a pre- "Immune Activity ), neural 
adipocyte to adipose-like I disorders (e.g., as described — 





conversion under appropriate below under Neural Activity 
differentiation conditions known and Neurological Diseases"), 
in the art. aid infection (e.g., as described 

below under “Infectious 
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heart disease, atherosclerosis, 
microvascular disease, 
hypertension, stroke, and other 
diseases and disorders as 
described in the "Cardiovascular 





Disorders" section below), 
dyslipidemia, endocrine 
disorders (as described in the 
"Endocrine Disorders" section 
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described herein. Additional 
highly preferred indications 
include, hypertension, coronary 
artery disease, dyslipidemia, 
gallstones, osteoarthritis, 



degenerative arthritis, eating 
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activity of polypeptides of the of the invention includes a 

invention (including antibodies method for stimulating (e.g., 
and agonists or antagonists of increasing) 1L-2 production. An 
the invention) include assays alternative highly preferred 
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cell carcinoma, leukemia, 
lymphoma, and/or as described 
below under “Hyperproliferative 
Disorders”). Highly preferred 
indications include neoplasms 




and cancers, such as, for 
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Activity”, “Blood-Related 
Disorders”, and/or 
"Cardiovascular Disorders"). 
Preferred indications also 
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response factors and modulate blood disorders (e.g., as 
the expression of genes involved described below under Immune 
in growth. Exemplary assays Activity”, ‘ Blood-Related 
for transcription through the Disorders”, and/or 





SRE that may be used or "Cardiovascular Disorders ), 

routinely modified to test SRE Highly preferred indications 
activity of the polypeptides of include autoimmune diseases 
the invention (including (e.g., rheumatoid arthritis, 
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example, leukemia, lymphom 
melanoma, glioma (e.g., 
malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 




esophageal, stomach, brain, 
liver and urinary cancer. Other 
preferred indications include 
benign dysproliferative 
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activation; and increases MHC I IFNg Highly preferred 
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test for FAS promoter element heart disease, atherosclerosis, 
activity (in hepatocytes) by microvascular disease, 

polypeptides of the invention hypertension, stroke, and other 
(including antibodies and diseases and disorders as 
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glucocorticoids, insulin, or indications are complications 

cAMP derivatives. associated with insulin 

resistance. 
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gamma (IFNg), and the cell-mediated immune response, 

activation of T cells. Such Additional highly preferred 

assays that may be used or indications include 

routinely modified to test inflammation and inflammatory 
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known in the art. Human T thrombocytopenia, Hodgkin’s 
cells are primary human disease, acute lymphocytic 

lymphocytes that mature in the anemia (ALL), plasmacytomas, 
thymus and express a T Cell multiple myeloma, Burkitt s 
receptor and CD3. CD4, or I lymphoma, arthritis, AIDS, 




ulomatous disease 
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antagonists of the invention) Crohn"s disease, multiple 

include assays disclosed in sclerosis and/or as described 

Berger et al., Gene 66:1-10 below), immunodeficiencies 

(1998); Cullen and Malm, ( e -g-> as described below), 
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conditions, such as, for example, 
hyperplasia, metaplasia, and/or 
dysplasia. Preferred 
indications include anemia, 



- 13 .2 



.2 oo 

3 T3 
D O 
Q- 

^ - 
3 .2 
d n 
— a> ■ 

.2 & 

|! 

fi 

CO _r- 
Cl •£ 



CO 

CO 

E „ 

1*2 a 

1 1 < 
E co - 

co „ 

S co 

0- E 
^ o t* 

1— l U <53 

< S g 

w o = 

.2 cl j= 

E 2 g. 

J> 3 E 

s E 2 1 



D 
co 

03 - 

D c0 i 

^ to — 

8 '-5 2 

Cd — CL 
D D O 
CO ^ L- 

*-5 O 3 

co X) D 

§ b J 
« a ■ | 

E 2 CD to 
o c ex 
-= 3 o 

3 5 *- 

cO T? 

u* c D 

OX) .5 c 



co 

CD 

3 

CO 



"O 

3 

CO 

co 

3 

CO 

00 



o .to 

VS -O 

•S Jo 

3 O 

OX) o 

CO T3 
O 3 
O (D 



-o 

c 

CO 

£ 

3 



C 03 
<•-1 



.2 5 



CD 

CX 



O 13 



2 -2 £ 



cd ^ CL 
•— 3 co 



S 

cd 



CL s 

O <D 

3 X) 

5- rO 



i: 5 3 3 



(D 

3 *co 
>.<2 
^ D 

.2 S' 

'ti *— 
00 o 
3 c0 

c *-3 

« Jo 

CD 



• *3 
>-» d 
00 *- 
L-i — 

c 2 

"3 ^ 

CO L- 



C0 g 

c0 O 

S |3 

co T3 
CO c0 



CD 
CO 

O <D 2 

X> 8 

3 -O 5 

3 -O co 

re § 

°P s o 

CD ^3 , <D 
>w ' to ^3 
cd S 
D 

cO <d 
D -o 
H .2 C 
.3-03 



-a 

o 



CO 

w <D 

£ 'S 



-o 

CD 



3 

O 



o 

.D 



-o 

o 



2 E 



OX) 

.5 e 

3 < 

« s 



E -2 



o e 



op ^ 
ai -a 
^ o 
op fc 



<D \3 



CD 



3 

_ CD 

°\i 

CD 



SM 

£ CL 
-3 CO 



3 

O 



CD 

> 

-o .E 

K d 

5- <3 

,D 33 
< 4-1 
O 
CL ^ 
3 

CD CD 

> E 
to -a 
3 o 

D ’c 

co d 



CD 



■o 

o 

X 

■4— ► 

CD 

E 



(D 

-o 

3 



E 

3 

Lri 

. . D 

O 00 



CO -3 
> 00 
3 3 
a p 
as w 

(D 3 

t.i 

o 

<+=5 O, 
co *n 

>» <D 
CO to 
co 3 
t» CO 

< 3 



co 

SL 3 

CO £ 
/~n -a 
1X1 3 

CO 

oo t2 

w CO 
c 3 <D 



s 



-a 

D 

g 

O 

E 

O o.^l 
S 

— o 



.c 3 — 



CD 



3 

O 

§5 

aX 

<L> P 
£ 



O _0 to 
^ CO 
lh ^3 

° -S *£ 

-o +-» g- 

CD co 
CO CO O- 

3 cd >» 

D co O 
_C cO CL 



00 

3 

o 



(D 

3 

3 



.1 3 



O g o 

§ -B S-.s -g 

2 a W v 3 

5 O g S , 

3 E X X 

D cO I 



S D D 

co D D D 



OO 

oo 

un 



oo 

oo 

XI 

U 



r- 



1130 





(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production, 

invention) to regulate the serum Preferred indications include 
response factors and modulate blood disorders (e.g*, as 
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cells that may be used according neoplastic diseases (e.g., 
to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an 1L-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
T cells with cytotoxic activity. 1 Additionally, highly preferred 





indications include neoplasms 
and cancers, such as, for 
example, leukemia, lymphoma, 
melanoma, glioma (e.g., 
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hemophilia, hypercoagulation, 
diabetes mellitus, endocarditis, 
meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
asthma and allergy. An 
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cells that may be used according neoplastic diseases (e.g., 
to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an IL-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
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inflammatory bowel disease, 
neutropenia, neutrophilia, 
psoriasis, suppression of 
immune reactions to 
transplanted organs and tissues, 




philia, hypercoagulation. 
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antibody class switching, AIDS). Preferred indications 

mediate THl function, and/or include boosting a T cell- 
mediate humoral or cell- mediated immune response, and 

mediated immunity. Exemplary alternatively, suppressing a T 
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according to these assays may myeloma, Burkitt’s lymphoma, 
be isolated using techniques arthritis, AIDS, granulomatous 
disclosed herein or otherwise disease, inflammatory bowel 
known in the art. Human T disease, sepsis, neutropenia, 
cells are primary human neutrophilia, psoriasis, immune 





lymphocytes that mature in the reactions to transplanted organs 
thymus and express a T Cell and tissues, hemophilia, 
receptor and CD3, CD4, or hypercoagulation, diabetes 

CD8. These cells mediate mellitus, endocarditis, 
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cells that may be used according neoplastic diseases (e.g., 
to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an IL-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
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hemophilia, hypercoagulation, 
diabetes mellitus, endocarditis, 
meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
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(including antibodies and erythematosis, multiple sclerosis 

agonists or antagonists of the and/or as described below) an 

invention) to mediate immunodeficiencies (e.g., as 

immunomodulation and described below). Highly 
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(1997), the contents of each of brain, liver and urinary cancer, 
which are herein incorporated Other preferred indications 
by reference in its entirety. include benign dysproliferative 

Human dendritic cells that may disorders and pre-neoplastic 
be used according to these I conditions, such as, for example. 




assays may be isolated using hyperplasia, metaplasia, and/or 
techniques disclosed herein or dysplasia. Preferred indications 
otherwise known in the art. include anemia, pancytopenia, 

Human dendritic cells are leukopenia, thrombocytopenia, 
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204 (1999); Rowland et al~ below under “Hyperproliferative 

"Lymphocytes: a practical Disorders”). Highly preferred 

approach" Chapter 6:138-160 indications include neoplasms 
(2000); Gonzalez et al., J Clin and cancers, such as, for 
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and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, 
asthma and allergy. 
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in its entirety. Mouse T cells brain, liver, and urinary cancer, 
that may be used according to Other preferred indications 
these assays are publicly include benign dysproliferative 

available (e.g., through the disorders and pre-neoplastic 
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has been linked to limited to, immune disorders 

hyperproliferative and involving T-cells). Highly 

autoimmune diseases. preferred embodiments of the 

Overexpression of CD1 52 may invention include methods of 
lead to impaired preventing, detecting, diagnosin; 
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invention (including antibodies 
and agonists or antagonists of 
the invention) include, for 
example, the assays disclosed 
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include L 6 cells. L 6 is an Preferred indications include 

adherent rat myoblast cell line, neoplastic diseases (e.g., as 
isolated from primary cultures described below under 
of rat thigh muscle, that fuses to “Hyperproliferative Disorders”), 



CD 

C 



c /5 

cd 



sb 

» "g 

s § 

2 £ 
o o 

•2 <D 

O _o 

g T3 
C o 
C X 
O ’C 

s « 

O C/5 

c 

CD T3 



Cd ^ 

*- X* 

§ "S !> 

c .-e s 

- 8 - | 
j- c/5 ~ 

o cd 

5 

CD A ^ 

C 

X c/5 C 

t- 3 

O CD 3 

o -o > 
■goo 
UJ .52 TJ 

= T3 .fi 



<£ c /5 



TO _* 

a> 03 

C/5 ^ 

5 

— <*-> 
cd S "T' 
2 £ 
CxD O 

o 

o o 



l-g 
3 — 
3 “ 



cd x 



£ 

jo 

<D 

X 

T3 

CD 

X) 



"2 ^ 
cd c 

o 



CD 

X -a 



o 

< Q 



£ £ 

£ 8 ® 

r^-o g 

2 « | 
<D ^ £ 

T 3 r r- 

6 °P\- 

^c/5 CD D 

Q ai "c 
-O fe 3 

m *- S 

JS O O 
<9 .52 "d 
cd T1 D 



op 

CD 

c 

O J- . 
*x i> /— s 
a "O ^ 

x c a> 

-4— ^ ^O 

C cd 

— > <D 

T3 % .52 

S #o 

„ X C/5 

Si! 

> ^ Jd 

• j-t CD C|— , 

2 CD X 
< T3 3 



C < X 
O ^ 0 > 



C ^ 

0 ^x 

1 C/5 



cd ,cd 

CD H-i 

•3 <D 

"O t- 

c . °- 

c /5 >» 

111, 

«£ g •= 

CD £ — 
t- cd 
Q_ OO C 

^ 1-2 
— <D 4-* 

XXX 

2P.2 Ig 

X *-5 Cd 



5 a 

X CD 
*•§ 



o -o -T3 



E -2 -fi 

o "O 
<-> X 
cd X 

.52 £ 
c "O 

J a 

\3 cd 
cd *rt 
.2 8 
-a ■ 



2 d cd 
trt & O- 

w cd o 
o d h: 

03 w £ 

a. 

. CD 

>> c 
a> 

_ C CD 
cd -O *- 

£-2 £ 



o 

.£ ^ 



,ra 



C/5 



£ *1 
o o- g 
•B P «- 
<u h r 

•S g- °p 



c/5 D 
CD s- 



3 X 

4-* 3 

£ « 
12 c/5 

cd u. 
<D a> 
O r 2 
3 4- 

.5 ’o 

D 

3 td 

E ’5 

c w 

E ^ 

o 5 

X cd 



cd 




1163 



and/or other diseases and 
disorders as described in the 
"Renal Disorders" section 
below), diabetic neuropathy, 
nerve disease and nerve damage 




(e.g, due to diabetic 
neuropathy), blood vessel 
blockage, heart disease, stroke, 
impotence (e.g., due to diabetic 
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and skin), carpal tunnel 
syndrome and Dupuytren’s 
contracture). An additional 
highly preferred indication is 
obesity and/or complications 
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EndocrJ,47(3):26 1-9 (2000); diseases and disorders as 

Salapatek, A.M., et al., Mol described in the "Cardiovascular 
Endocrinol, 13(8):1 305-1 7 Disorders" section below), 

(1999); Filipsson, K., et al., Ann dyslipidemia, endocrine 
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547-551; Santerre et al. Proc. 

Natl. Acad. Sci. USA 78: 4339- 

4343, 1981. — 7 

Production of IL-13 Assays for production of 1L-13 Highly preferred indications 
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and Wills-Karp M, et al., 
"Interleukin-13: central 
mediator of allergic asthma' 
Science; 282: 2258-2261 





(1998); the contents of each of 
which are herein incorporated 
by reference in their entirety. 
Exemplary cells that may be 
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invention (including antibodies Activity , Cardiovascular 
and agonists or antagonists of Disorders”, and/or “Blood- 
the invention) to modulate Related Disorders ), and 

growth and other cell functions, infection (e.g., an infectious 
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thrombocytopenia, Hodgkin’s 
disease, acute lymphocytic 
anemia (ALL), plasmacytomas, 
multiple myeloma, Burkitt’s 
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the SRE that may be used or include autoimmune diseases 
routinely modified to test SRE (e.g., rheumatoid arthritis, 
activity of the polypeptides of systemic lupus erythematosis, 
the invention (including Crohn"s disease, multiple 
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malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver and urinary cancer. Other 




preferred indications include 
benign dysproliferative 
disorders and pre-neoplastic 
conditions, such as, for example, 
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under "‘Infectious Disease ). 

HMCFH60 603 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the include neoplastic diseases (e.g., 

GAS response Gamma Interferon Activation leukemia, lymphoma, and/or as 

element in immune Site (GAS) response element are 1 described below under 





'ell-known in the art and may “Hyperproliferative Disorders”) 
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human T cells, such as the described below under “Immune 

SUPT cell line, that may be used Activity”, “Blood-Related 
according to these assays are Disorders”, and/or 
publicly available (e.g., through "Cardiovascular Disorders"), 



CO co b> 

» — • — * CO 







_c 


-O 


CO 


cd 


cd 


CO 


4— » 
> 


CO 

3 


0 

3- 

0 


(D 

CO 








CO 


p 


"5 


*> 


0 

3 


-0 


0 

cd 


0 

4> 


CO 

3 


bp 


b> 




£ 


4— ► 
CO 


.2 


CD 


D 


*3 


0 


0 


*3 


C 

.2 


-0 

3 


0 

00 

CO 

cd 


3 

c 


4-> 

C 

cd 

c 


CD 

CD 

44 

C 


0 

c£ 


co' 

C 

.2 


CO 

c 

.2 


S— 

bQ 

CD 


bp 

"e3 


c 

cd 


C 


*4—* 

CD 


0 


’E 


E 




-O 

c 


4J 

c 


,<D 

4- 

3 


w 


-0 

c 


-O 

c 


cd 






"0 


cd 


cd 



oi u 

00 "O 
C « P 3 
< .2 £ o 

. ’S «= .s 

"(U "O 
oo cd 



— ^ a 



cd 



o <d 



.2 

*E 

CD 

CL 

O 

- ^ 
cd o 
= o 

~ X) 



_0D 

CL 



3 

E 

| s 

Cd £ 



C A 

a 



cd 

cd 

„ <*> 
<D 3 
co ^ 
cd - — ' 
<D CD 



cd .2 



c 

cd 

bQ 



O cd 

S | i 

1 — 
c cl o 



cd 

CD 

CO 

5 


V- 

,<D 
4 — 1 
CD 

3— 


O 

E 

3 


cd 

O 


CL 

O 

CD 


c 

2 

-C 


O 

O 


>> 

CD 

cd 

E 


•c 

3 

t2 


”6 

CO 

3 

O 


X*- 

O 

& 


c 

CD 

CL 

O 

t- 


0 

co 

CL 


4— 

O 


CO 

C 

cd 

S— 
4— • 


E 

CD 

-C 


CO 


cl 


Gu 


.E 


c 

cd 


.2 


iL 


CO 

cd 


cd 


cd 


O 

4-4 


4-> 

3 


3 


C 

O 


O 

4 — > 


CO 


3 

O 


"cd 


.2 


-3 


CL 


"E 


E 


CL 


ccf 


E 


cd 

r— 


b) 


2 




co 


CD 

3 




c 


IE 




r 


<D 


jp 




£ 


0 


E 


i— < 


CL 


CO 


c 


co 


O 

<£ 

3 


.2 
* 4 — » 

’-5 


■*— * 
cd 
CL 
.2 


fc 

,<D 

4-1 

<D 


03 

£ 

CD 


cl 

0 

J* 

3 


D 

3 


2" 

-j 


JD 

CD 

IP 


3 

c 

cd 


E 

cd 


co' 

*co 

CL 


O 

s— 

3 


2 

CL 

CL 


.2 

’-3 

CD 

cd 


CO 

’■3 

-O 




T3 

cd 


12 


s~, 

Oh 


C 

cd 


CD 


CD 

cd 




E 


3— 

bD 


c 


CD 

CO 


C 


3 

co 


CD 

3— 


£ 

cd 



a 

a 

H 

< 

(D 



1175 



hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, and 
asthma and allergy. 

HMCFH60 603 Activation of Assays for the activation of A highly preferred indication 
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27(8): 1 





(1997); and Masuda et al., J Biol disorders and pre-neoplastic 
Chem 275(38):2933 1-29337 conditions, such as, for example, 
(2000), the contents of each of hyperplasia, metaplasia, and/or 

which are herein incorporated dysplasia. 
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invention (including antibodies nephropathy, kidney disease 
and agonists or antagonists of (e.g., renal failure, nephropathy 
the invention) to regulate and/or other diseases and 

viability and proliferation of disorders as described in the 



« S 2 
E .22 « 

O "O 
O ^ cd 



O O cd 
C c/2 O 

2 .1 -p 

p-’H « 

X: O -C 





cd 


















3 

O 

C/2 






0 

-g 


c 

.2 


c 






C/2 

cd 


cd 

> 

.2 


T 


O 


.2 


0 

0 

02 


.2 

C/2 


0 

*+-» 


C/2 

on 

O 


C/2 

L- 


'S 

i- 


O 

0 


.2 
* i— 


-0 

0 


~c/2 

t ■ 




0 

x> 

cd 


C 

'O 


O 


cd 


X) 


0 


X) 


0 


>v 




c 



g -o 

3 O c 
*c/2 cd 

cd r: ^ 
;> o> 
o t; « 
t. u « 
.2 o- » 

Ex? 



O s- -o 

-0 0 5- 

c ^ o 

5 O V 2 
Cd 00 t— I 

*c A 

c 

o £ -r 

3 fe O 

>w- c§ 
•o -O : 



-a £5 

cd o q 

>,.0 ^ £ 



o 

-O c 



a. 

- r oo UJ O 

2 cn — r ^ 
o r- « c» 

—T • • <l> 

| 2 £ Q 

-c «‘3 

0 .1 

o 2 h 



« SON- 
’S UQ O O 



1178 





belo’ 



£ b 

CO 

C 



o 

X 

« ? 

8 .2 
CO O 
(D CD 
1.22 Cl 
I UJ <D 



oo 

V 3 
— g .2 
a> is .ts 
g >>T 3 
£ 5 X 

3 CX cO 

4-> 5T 

IS< 

CO 3 X, 
O CO ^ 

X <D g 

c E 3 

.53 £ O 
^ O co 
M X is 
X C C 

3 >* o 

cO c /5 O 



05 c /5 

— C 

c o 



co 

co 

O 



X 

cd 



CO 

<d 



— Q CO 

c E X) 
’" ° o 

X O — 



O x •= 



j— to 

cE ’5 
2 ^ 
o 

-TI 

00 O 



.— x 

CO <D 
OX) £ 

r~ i 

bp <D 
*3 CL 
? >, 

2?-& 



CO 

3 

o 



CD 

> 



cO 

E .E 

g-3 
£ £ 
o .£ 

- ° -c 

op g> * 



x 

<d 



CD 3 X 

S. 50 s 
r* >. « 
o 
o 

CO 
CO 

cO 



£ c3 



_c CO 

;§>£ 

-C o 



co 

£ § 

<D X 



x 

X "O 

< .£ 



— CO 



X 

- 5 

O < 



CO £ 

c -g 3 

O^o 
X to £ 
cO *3 5 

.2 o .22 

T 3 w to 

3 £ p 

. p— cO s— 



< x LE 



CD 
co 

<D ^O 

"3 

o U 

i g>£ 1 

hfcl 

O S 5 -O 
8 x % 
I " -8 s 

rs 3 B 

(D — h vh 

, = |5 

I - 0 >% E— 

I « 1 - 

less 



ca a> 
-a — - co 

a; w ^ 

X <D 

.22 ^ ^ 

•— a> . 

f •- 1 

CO J-H J> 

u 8 Vi 

<D <2 _ 

.S £ -s 
— « > 
= j= ? 

8 g-8 

« i 

TS <*> eg 

X c 2 

-M C c 

a 2 S 

D l! +3 



o 

<D 

*2 

o 

CD 
- O 

S J 
8* ^ 
8 ^ 



OX) 



cO 



co c 
co .53 
<D +S 

Q. -2 

gl 

= I 

<D O 
O co 



>4 

X 

<2 no 
a> S 
o J2 
8 g 

co .£ 
X ’*-* 
a> co 
O co 

X — 

H.J 

22 ^ 
O r£ 
cLx 
CD 3 
CD co 
CD 3 



= 1 

CO oo 

C s 
O cO 
OO g 
CO C3 
O O 

.H 50 

M >. 

•g X 

68 8 
qj co 
co CD 

8 g. 

3 , §■ 

OX) Zn 



O 
o 
X 
co 

< 

T 3 
C 

cO 

"2 
o 
J 

.co 

_ < 4 -, 

I “ 

Is 

pE t— 

oo — 



U 

a 

H 

H 

< 

CO 

-a 

'3 

o 



T 3 — 

CO OO 

. ~ < 



^T) 

r^ 

6 \ 

CN 



cO 

Z 

o 

2 ^ 



CO oo 

H-J 

. <D 

% h S5 

-O B 3 
o c 

•x CO O 

PQ go a> 



co cO 

C 

o 



-o 

TD 

cO 

c 

< 

co 

3 



-a 

CD 

4- » 
.£ 
* D 

O 

CO 

CO 

CO 



Op 

<6 



cS 2 

2 to ^ 
a o w 
>-x « 

X' CL CD 
X C X 
00 g # c 0 

— O "O 



o 

X <D 
<D C 
X X 

.2 *i 5 
~o 
*> 

>»x 

X ^ 
4—* co 
cO CL 
CL O 
O *- 

c x 
x CL 
a> 2 



CO CD 

CL X 

2 X Z 

x c .E 

CL CO — 

2 «» « 
c CD JS 
^ CO 33 
CD cO 5 — i 
5 — CD CD 

pE .2 s 

s ^ ^ 

x _g «* 

S X co 
cd ® a> 

«- fc -S 

^ O s— 

^§••5 



CD 

OX) 

CO 

>; s 

c x CO 

E 3 nD 

.2 a. <u 

o 2 t 

8 = 2 
CD c 

”co C" "O 

^ o C 

^ X « 

^ g CD 

O X co 

.S2 .2 § 

Q ^ .22 

— s<-o 

§ 5 u 

S .2 & 

<D a> 

= X c 



co 

<D 

0 > 

X X 

1 § 
is 

2 ^ 
(D X 
3 CO , 

■a aj 
.> o 
ob 



D 



CD 



O c 

o 

0X)^g 



2 £ 

E 2 

2 .£ 

^ 3 
co 

cO c 
co .53 
<2 c*-, 
o 



o 

CD 

CO 

c 

3 



<pi— 

^3 o 
x 

=5 X 

2 x 

0 ^ 
X 

1 S 

3 CD 
.. co 
£ co 
X cO 

o 

CO 4 -» 

E ^ 

Jr « 



C 

o 

c x 

<D 3 
> CO 



co cd 

4— » 

3 



r- CO 

x < .2 

3 X *X 

co O 

.C PL X 
>% ’X 

CD X £ 

a. -a ” 

C CD .£ 



0 -P 

1 « 

co 



X 

§ .E 



CD oJ 

22 Sr 
R nJ 



o 



X 

o 


c 

o 

OX) 


= 

E 


cO 

X 


^-1 

3 

co 


3 

CO 


<E 

c 


CD 

O 


J3 

OX) 


co 

C 


X 


iS 


c/) 


CD 


CO 

CD 


.E 


.2 




>4 


*3 

4— > 


4—* 

c 

cO 


c 

3 


o 

4-* 


CD 

Uu 


2 

C/^ 


4-4 

CO 

Lh 


«S 

j-. 


a> 

X 


X 

X 


O 

t- 

X 


OX) 

c 

X 


S— i 

o 

CO 

CO 


.2 


3 

.2 


3 

.2 


1 

X 

3 

cO 


o 

CD 

CO 

.E 


o 

to 

<D 


a> 

to 

3 


.E 

*E 

tP 


3 

o 

.E 


‘E 

S) 

cO 


3 

D 

> 

3 


4— » 

2 

<D 

CD 

co 


4—* 

D 

i— 

O 

CD 

CO 


using 


3 

CO 

£ 


O 

3 

cO 

CL 


OX) 

(D 

&- 

CL 

3 


CD 

O 

>, 

X 



■^f 

o 

X 



as 

n 

CQ 

< 

a 



o 

OS 



1179 




:art disease, stroke. 
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insulin production. The neuropathy), blood vessel 

DMEF1 response element is blockage, heart disease, stroke, 
present in the GLUT4 promoter impotence (e.g., due to diabetic 
and binds to MEF2 transcription neuropathy or blood vessel 
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Cullen, B., et al., Methodshi weight gain. Additional highly 
Enzymol. 216:362— 368 (1992), preferred indications are 
the contents of each of which is complications associated with 
herein incorporated by reference insulin resistance. 
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(including antibodies and preferred indication is infection 

agonists or antagonists of the (e.g., an infectious disease as 

invention) to mediate described below under 

immunomodulation, induce “Infectious Disease ). 
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(2001); and Verhasselt et al., J lymphoma, arthritis, AIDS, 
Immunol 158:2919-2925 granulomatous disease, 

( 1 997), the contents of each of inflammatory bowel disease, 
which are herein incorporated sepsis, neutropenia, 

by reference in its entirety. I neutrophilia, psoriasis, 





Human dendritic cells that may suppression of immune 
be used according to these reactions to transplanted organs 

assays may be isolated using and tissues, hemophilia, 
techniques disclosed herein or hypercoagulation, diabetes 
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test immunomodulatory and immunoaeticiencies as 

chemotaxis activity of described below). Additional 

polypeptides of the invention highly preferred indications 

(including antibodies and include inflammation and 

agonists or antagonists of the inflammatory disorders, 
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85:6342-6346 (1988); Serfling described below under 
et al., Biochim Biophys Acta “Hyperproliferative Disorders”). 
1498(1):1-18 (2000); De Boer et Preferred indications include 
al., Int J Biochem Cell Biol neoplasms and cancers, such as, 
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of MCP- IMCP-1FMAT. Assays for Ahighly preferred 
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204(1999); Rowland etal., pancytopenia, leukopenia, 

"Lymphocytes: a practical thrombocytopenia, Hodgkin’s 

approach" Chapter 6: 1 38-1 60 disease, acute lymphocytic 
(2000); Satthaporn and Eremin, anemia (ALL), plasmacytomas, 
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and agonists or antagonists of hypertension, stroke, and other 
the invention) include assays diseases and disorders as 
disclosed in Berger et al., Gene described in the "Cardiovascular 
66:1-10 (1998); Cullen and Disorders" section below), 
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transcription through transcription through the Signal include allergy, asthma, and 
STAT6 response Transducers and Activators of rhinitis. Additional highly 
element in immune Transcription (STAT6) response preferred indications include 

cells (such as mast element in immune cells (such infection (e.g., an infectious 
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in growth and upregulate the Activity”, “Blood-Related 
function of growth-related genes Disorders”, and/or 
in many cell types. Exemplary "Cardiovascular Disorders ), 
assays for transcription through Highly preferred indications 
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assays include the NK-YT cell indications include neoplasms 
line, which is a human natural and cancers, such as, for 
killer cell line with cytolytic and example, leukemia, lymphorm 
cytotoxic activity. melanoma, glioma (e.g., 

malignant glioma), solid 





tumors, and prostate, breast, 
lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver and urinary cancer. Other 
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additional preferred indication is 
infection (e.g., an infectious 
disease as described below 
under “Infectious Disease”). 
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suppression of immune 
reactions to transplanted organs 
and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
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29(3):838-844 (1999), the carcinoma, leukemia, 

contents of each of which are lymphoma, and prostate, breast, 
herein incorporated by reference lung, colon, pancreatic, 
in its entirety. T cells that may esophageal, stomach, brain, 
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1 523 (2000); Curiel et al., Eur J Other preferred indications 
Immunol 27(8): 1982- 1987 include benign dysproliferative 

(1997); and Masuda et al., J Biol disorders and pre-neoplastic 
Chem 275(38):2933 1 -29337 conditions, such as, for example, 
(2000), the contents of each of 1 hyperplasia, metaplasia, and/or 





which are herein incorporated dysplasia, 
by reference in its entirety. T Preferred indications include 
cells that may be used according anemia, pancytopenia, 
to these assays are publicly leukopenia, thrombocytopenia, 
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polypeptides of the invention described below under "Immune 
(including antibodies and Activity", and "Blood-Related 

agonists or antagonists of the D isorders"), auto.mmune 
invention) to stimulate or inhibit diseases (e.g., rheumatoid 
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and allergic asthma. Th2 cells 
are a class of T cells that secrete 
IL4, IL10, IL13, IL5 and IL6. 
Factors that induce 
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immune cell activation. indications include 

Exemplary assays that test for inflammation and inflammatory 
immunomodulatory proteins disorders. Preferred 
evaluate the production of cell I indications include blood 
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(e.g., leukemia, lymphoma. 
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Exemplary assays that may be neuropathy or blood vessel 
used or routinely modified to blockage), seizures, mental 
test for stimulation of insulin confusion, drowsiness, 
secretion (from pancreatic cells) nonketotic hyperglycemic- 
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used according to these assays obesity and/or complications 
include HITT 15 Cells. HITT 15 associated with obesity, 

are an adherent epithelial cell Additional highly preferred 
line established from Syrian indications include weight loss 
hamster islet cells transformed | or alternatively, weight gain. 





with SV40. These cells express Additional highly preferred 
glucagon, somatostatin, and indications are complications 
glucocorticoid receptors. The associated with insulin 
cells secrete insulin, which is resistance. 
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secretion (from pancreatic cells) I nonketotic hyperglycem ic- 
by polypeptides of the invention hyperosmolar coma, 
(including antibodies and cardiovascular disease (e.g., 

agonists or antagonists of the heart disease, atherosclerosis, 
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Asfari et al. Endocrinology resistance. 
1992 130:167. 
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endothelial cells (HUVEC), Other preferred indications 
which are available from include benign dysproliferative 

commercial sources. The disorders and pre-neoplastic 

expression of VCAM (CD 106). I condition s, such as, for example, 





irane-associated protein, I hyperplasia, metaplasia, and/or 
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antagonists of the invention) include autoimmune diseases 
include assays disclosed in (e.g., rheumatoid arthritis, 

Berger et al., Gene 66:1-10 systemic lupus erythematosis, 
(1998); Cullen and Malm, multiple sclerosis and/or as 
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(ALL), plasmacytomas, multiple 
myeloma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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twoi i. VI X — ' v . 

activity of polypeptides of the systemic lupus erythematosis, 
invention (including antibodies multiple sclerosis and/or as 
and agonists or antagonists of described below) and 
the inv^ntinn'l include assays I immunodeficiencies (e.g., as_ 




disclosed in Berger et al., Gene described below). Additional 
66:1-10 (1988); Cullen and highly preferred indications 

Malm, Methods in Enzymol include inflammation and 
216:362-368 (1992); Henthorn inflammatory disorders. 
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lymphoma, granulomatous 
disease, inflammatory bowel 
disease, sepsis, psoriasis, 
suppression of immune 
reactions to transplanted organs 
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(2000); Berger et al., Gene 66:1- 
10(1998); Cullen and Malm, 
Methods in Enzymol 2 1 6:362- 
368 (1992); Henthorn et al., 




ad Sci USA 
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Human dendritic cells are meningitis (bacterial and viral), 

antigen presenting cells in Lyme Disease, asthma, and 

suspension culture, which, when allergy Preferred indications 
activated by antigen and/or also include neoplastic diseases 
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Lab Anal 8(5):225-233 (1995); I example, leukemia, lymphoma, 
Billiau et al., Ann NY Acad Sci melanoma, and prostate, breast, 
856:22-32 (1998); Boehm et al., lung, colon, pancreatic, 
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HMSHY25 618 Proliferation of pre- I Assays for the regulation (i.e. 
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response. Preferred 
indications include anemia, 
pancytopenia, leukopenia, 
thrombocytopenia, acute 
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polypeptides of the invention and infection (e.g., viral 
(including antibodies and infections, tuberculosis, 

agonists or antagonists of the infections associated with 
invention) to mediate chronic granulomatosus disease 
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Lab Anal 8(5):225-233 (1995); indications include idiopathic 
Billiau et al., Ann NY Acad Sci pulmonary fibrosis. Highly 
856:22-32 (1998); Boehm et al., preferred indications include 
Annu Rev Immunol 15:749-795 neoplastic diseases (e.g., 
(1997), and Rheumatology leukemia, lymphoma, 





(Oxford) 38(3):214-20 (1999)” melanoma, and/or as described 
the contents of each of which below under “Hyperproliferative 

are herein incorporated by Disorders”)- Highly preferred 

reference in its entirety. Natural indications include neoplasms 
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reactions to transplanted organs 
and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, 




cells that may be used according with rheumatoid arthritis. An 
to these assays are publicly additional highly preferred 

available (e.g., through the indication is sepsis. Highly 

ATCC). Exemplary mouse T preferred indications include 
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anemia (ALL), plasmacytomas, 
multiple myeloma, Burkitt’s 
lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 





iphilia. 
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polypeptides of the invention stimulating apoptosis of 
(including antibodies and endothelial cells. An alternative 

agonists or antagonists of the highly preferred embodiment of 

invention) include the assays the invention includes a method 
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atherosclerotic vascular disease, 
diabetic nephropathy, 
intracardiac shunt, cardiac 
hypertrophy, myocardial 
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retinal disorders. Highly 
preferred indications include 
neoplasms and cancer, such as, 
Kaposi"s sarcoma, hemangioma 
(capillary and cavernous), 




glomus tumors, telangiectasia, 
bacillary angiomatosis, 
hemangioendothel ioma, 
angiosarcoma, 
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vascular disorders such as 
peripheral vascular disease, and 
cancer. Highly preferred 
indications also include trauma 
such as wounds, burns, and 




injured tissue (e.g., vascular 
injury such as, injury resulting 
from balloon angioplasty, and 
atheroschlerotic lesions), 
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below under “Immune 
Activity”, “Blood-Related 
Disorders”, and/or 
"Cardiovascular Disorders"). 
Preferred indications include 




autoimmune diseases (e.g, 
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(including antibodies and and malignant osteoporosis, 

agonists or antagonists of the and/or as described below under 
invention) to mediate “Infectious Disease”). Highly 

immunomodulation, regulate preferred indications include 
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the contents of each of which benign dysproliferative 

are herein incorporated by disorders and pre-neoplastic 

reference in its entirety. Human conditions, such as, for example, 
T cells that may be used hyperplasia, metaplasia, and/or 
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available (e.g., through the brain, liver and urinary cancer. 

ATCC). Exemplary mouse T Other preferred indications 
cells that may be used according include benign dysproliferative 
to these assays include the HT2 disorders and pre-neoplastic 
cell line, which is a suspension | conditions, such as, for example, 





culture of IL-2 dependent T hyperplasia, metaplasia, and/or 
cells that also respond to IL-4. dysplasia. Preferred 

indications include anemia, 
pancytopenia, leukopenia, 



"O 

’1 1 J 

o .§ c 

Oh ^ 2 

« o *3 

.2^0 
— o ^ 

Lc *53 £ 

O- CO c 

o 2 .2 
t at; 

g 33 § 



03 CD 
33-0 * 

• — c3 on 



c "2 


<D 


.2 S 

o 


P 


•2 ■§ 


_} 


3 c 


o 


bD <u 


CO 


03 




O £ 
O 3 


*5) 

.£ 


<D — 




33 c 


<u 

e 



Cl> 

X 


CL> 

33 

•4—* 


TO 

o- 


1—3 


CM 

i 


<u 

CO 


.c 


*o 

<u 


~c3 


oo 


03 

+-> 

<D 


<L> 

c 


,£ 

c 


4— » 

<D 


oo 

CNl 




t- 


>> 


bB 




4— 1 

c 


>>% 

N 

C 


co 

.2 


c 


oo 

VO 


CO 


u 


IS 


■“ 3 


<N 



<D 




CO 




03 


C 




o 


<D 




3= 


a 


S3 


* n 


>3 


o 


CO 


CO 


<U 

S3 


C 

2 


o> 




c3 


a> 


3 


c 


O" 


u 


CO 


bo 



1241 



contents of which are herein 
incorporated by reference in its 
entirety. Cells were treated with 
SID supernatants, and SEAP 
activity was measured after 72 
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stimulation of eosinophil infectious disease as described 

function and B cell Ig below under Infectious 

production. Such assays that Disease"), and inflammation and 
may be used or routinely inflammatory disorders. 



£ 


T3 




1 /3 

t-i 


J7 - 


O 




o 


i— 


eS 




’O 

w 


O 


QJ 




o 


T3 

c 


C* 




C/3 


3 


1 

-o 




5 


£ 


o 

Q 


-a 


5— 

o3 


O 




c 




o 

r\ 


5 


03 


3 

O 



C 

.2-3 

,2 

0 — 

"O C/3 

I^.i 

1 J.l 

on C 

3 O • — 
E "3 -o 

c/3 o 

S «* b 

> r,u 
-2 w>^3 

2 o 

_C W O* 



i -S 

I =1 

« £ S 

^ ^ * 
o ^ cd 
C3 p 

Jig 

CL 8 e« 

o 3 15 
c -2 £ 



— r 

' Cd Uj 

) (U ctf 
bO c 



t3 O 

T3 c/3 
C 

O 



Vk/ 

E 


C/3 

g3 

a> 


esc 


g 2 

03 


b£) T3 j 
— 


of 


i- 


.2^ 


«- <2 
O Tt 


c 

o 


03 ( 


E 




*c 


ir <L> 

> V- 


X 


C/3 ! 

i— 


o 


2 


a 


— CL 


a> 


<u - 


•C 


03 


o 


f' t—i 


-o 




CL 

c 


*-> 

C/3 


o 

r- 


.£ o 


3 


i— r 

O 



■« « 

t . CxD - 4 —* 

Sew 
5 *£ "2 

L— i O 3 
00 ^ 

2 S ^ 

- GO o 



.t: 3 ^ 
o £ 
<u o> 

W Js ^ 

£ o c- 
•2 g w 

s .2 S 

-o CQ m 



o 3 
vo o 

W o 

5 oo CD 



a S3 u 

C3 § c3 

. . a c 

c/3 ^3 .00 

O -C r- 

| 

o - ^ 

o .E O 
-Co.-, 

CL o3 r— s 

c o o 

>> 0.0 

i—} 3 cs 
r 03 ^ 



« — c 
« ! - 
o ig 
S £ S 
• - cs 

JQ LC 
3 CJ ^ 

OS IO 

^ ao oo 
o h ^ 

L, ^ to 
'*fr ^3 
<N <, C-4 



g c/3 

E g- 

, 

03 c . 
£ o 



os O c 

2 c ‘5 
c: o *- 

o O 
o O 

8 

CJ - 

„ P -c 

^ s; .2 

Os ^ 
O w £ 



1243 





"O 

E cd 

s 

cd flj 

» *§ c 

£3 2 ^ 

a. h 

es Jd -o 

« 2 -5 

E a- g 

S c/3 

C/5 ,J C 

cd .2 o 



& jS cd 

S a.2 

CL C /5 -rn 

>* >> C 

JO -O •- 



C /5 

.S 

.2* I 

c JJ 
a> 3 
CL O 

0 — 

*3 .2 
<D E 
— CD 
_T CL 
.2 O 

e 'e 

g-f 

1 i 

Cd r“ 

CL *5 



I < 

CD w 
ed a3 ' 

cd" ’S 

C/5 = 

cd £> 
<D £ 
«5 03 

-O <D 

e Si 
15 J2 

m a 

TJ p 
O C 



cd b 

E § 
2 c3 

CD O- E 

o. E O 

\3 >% 3 



(D 

£ 

O 

JD 

>> 



c/5 JJ 

cd j- 
E 3 

S CO 



cd 

3 E 

E -2 

05 CD 

cd >*» 

CL E 



cd & 

& | 

eg E 

Q cd 

< 1 

c/T 



CD <D 



c/5 

'j~ cd 

rZ <D 
*3 cn 

c3 



CD 60 
§ § 
.2 E g* 
c E 

CD -O 
O- ^ CD 

P .2 C 
£ a cd 
3 .2 — 
CD t-> £“ 

E O £ 

05 CL 2 

*55 *' ^ 

CL .2 o 

CD — +■* 
c/5 *E c /5 

o. c 

o .2 

cd * 

CD 
C /5 



td CD 
J5 cd 
<D qd 



T 3 E & 



cd <D 
ir: x> „ 

•— Cd 05 

o.'-o is 

o - T3 

EgS 

n> ■*— CD 
-= « -§ 
S mS 
3 o § 

C/5 O R 
• — J-i ."ti 
CD — 

"2 

e ^ c 

cd -E E 



O <D 

^ ^ -o 
^•2 U 

a ^ .2 

o c -o 

„ C CD 

m £ 

R *B | 

CJ o 

« J* o 

H cd 



CD 

e 

cd 



sS 1 

p o x 



CD 
CD 
JO 

& c 

I s 

£ ~o 
cd nj 

>? « 

§•£ 

E ^ 
E * 



CD 

<2 

& 

o P 

« 5 

c /5 3 

c *9 



CD 

> 

Is 

oo C 

a, e M 



o 

E 

o 

c 

o 



c 

.2 

■4—1 » 

c 

(D 

> 

•- <2 

.S-g 

c^- J= 

1 o « 

‘S E 

i g « 

C 05 

H 

X) — 

E g 

CD 



• -a 

c o 



tj) 

E 

C S 
o x» 



c 

o 



\P OD .2 

fi ^ IE 

<D .£ 
> 
c 



CD CE 
O QD 

o &> 

a. J'-S: ,P 
« •§> 
ft; 15 

— <d 
4 > 

oo *5 

^ cd 

.E c 

4-J l— 

-2 w 

11 

ts < 



f cp a> 



cd 



>>.t= 



■5 o 

C+- X 

O D 
€ £ 
S « 

C 05 

II 

£ g 

<D • — 



^3 



= c 
•o -2 

"1 

ti’o 

e &. 



cd 

c^ 3 S 

c ’-5 "g 

2^3 

S,2 » 
.2 tS -2 
1 cS ^ 



— -a 

— <D 

S £ 



a> g 

0.^-0 



CD 

-o 

_E 

CD 

C 



"<D £ 
c/5 O 

cd 

2 ^ 
CD 

Q ^ 

.2 

J-8 

& .2 

a £ 

r cu 



Vi Vi ± 

c -o 

s fi| 

- p "p 

^ a. ^ 

H &t3 
< 2 .S: 
S -2 tS 

2 3 cd 

a c -o 

"E O <D 
^ C CD 

. ^ =5 

a, c "o 

22 i 2 

.E CL 



c 

H 1 

■g -5 

cd — 
CD CD 
OX) ^ 
<D cd ^ 
S JC <D 
Jd cl b 

3) & .2 

22 cd >< 

Is I 

1*1 
•S y -s= 

O CD 

— C = 

CD § OD 
CD fa CD 



O C/5 



(D e/3 
C/5 05 



*TD 

CD 



CD 

X 

^ a/ 

K 

S i 

t2 

cd <d 
(D C 

X *X 
^ E 
C O 



<D 

'*5 

£ r2 

° C 
cd 



05 
CD 

-o 

X c 

CL E 



too 



t= CL JZ 



00 d> 

’ IZ ■*— * 

c cd 

Si 1 ^ 

1 £ 

cd o 



>> O O 



o o 

X CD 

1.1 



X o 

05 *— ; 



o 52 

toJD > 

cd # C 

*3 *<D 

S 

cd - 4 -* 



CD 


<D 

CD 


•4—4 

cd 


H 


3 


CD 


T3 


■4—4 


O 


'cd 


£ 


3 


c 


T3 

O 


.2 


£ 


*x 

cd 


-o 




E 


3 


cd 


-a 


o 


05 ' 


E 




o 

c 


cd 

■ 4 —* 

0 


3 

E 


E 



S o 



o 

c 3 

.2 -g, 

4-» jr^ 

g J 

O s= 



m 

CN 

VO 



oo 

< 

PJ 



os 

o 



1244 




differentiation. Exemplary blood disorders (e.g., as 

assays that test for described below under “Immune 

immunomodulatory proteins Activity”, “Blood-Related 

evaluate the production of Disorders”, and/or 
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immunomodulatory genes. systemic lupus erythematosis, 

Exemplary assays for multiple sclerosis and/or as 

transcription through the NFKB described below), and 
response element that may be immunodeficiencies (e.g., as 
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29(3):838-844 (1999), the such as, leukemia, lymphoma, 

contents of each of which are prostate, breast, lung, colon, 

herein incorporated by reference pancreatic, esophageal, stomach, 
in its entirety. T cells that may brain, liver, and urinary cancer. 
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cells). used or routinely modified to antibodies, agonists, or 

assess the ability of antagonists thereof) in detection 

polypeptides of the invention diagnosis, prevention, and/or 

(including antibodies and treatment of asthma, allergy, 

agonists or antagonists of the hypersensitivity and 
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ited by antigen and/or include neoplasms and cancers. 
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^ assess the ability of embodiment of the invention 

polypeptides of the invention includes a method for inhibiting 
(including antibodies and T cell proliferation. A highly 

agonists or antagonists of the preferred embodiment of the 
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by reference in its entirety. T described below), boosting a T 
cells that may be used according cell-mediated immune response, 
to these assays are publicly and suppressing a T cell- 

available (e.g., through the mediated immune response. An 

ATCC). Exemplary human T | additional highly preferred 




cells that may be used according indication includes infection 
to these assays include the (e.g., AIDS, and/or as described 

JURKAT cell line, which is a below under “Infectious 
suspension culture of leukemia Disease”). Highly preferred 
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Infectious Disease”)- A highly 
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(2000); Satthaporn and Eremin, anemia (ALL), plasmacytomas, 
J R Coll Surg Ednb 45(1):9-19 multiple myeloma, Burkitt’s 
(2001); and Verhasselt et al., J lymphoma, arthritis, AIDS, 
Immunol 158:2919-2925 granulomatous disease, 
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disorders and pre-neoplastic 
conditions, such as, for example, 
hyperplasia, metaplasia, and/or 
dysplasia. 

LTNGDQ38 63 1 Production of MIP-lalphaFMAT. Assays for A highly p referred 





MI P 1 alpha immunomodulatory proteins embodiment of the invention 

produced by activated dendritic includes a method for 
cells that upregulate stimulating MIP1 a production, 

monocyte/macrophage and T An alternative highly preferred 
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"Lymphocytes: a practical lymphocytic anemia (ALL), 

approach" Chapter 6:138-1 60 plasmacytomas, multiple 
(2000); Satthaporn and Eremin, myeloma, Burkitt’s lymphoma, 
J R Coll Surg Ednb 45(1 ):9-19 arthritis, AIDS, granulomatous 
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disorders and pre-neoplastic 
conditions, such as, for example, 
hyperplasia, metaplasia, and/or 

dysplasia. 

HNGDX18 632 Regulation of Assays for the regulation of | A highly preferred indication is 








diabetes mellitus. Additioi 
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Methods in Enzymol 216:362- and/or as described below), 

368 (1992); Henthorn et al., immunodeficiencies (e.g., as 
Proc Natl Acad Sci USA described below), boosting a T 

85:6342-6346(1988); cell-mediated immune response, 




Matikainen et al., Blood and suppressing a T cell- 

93(6): 1980- 1991 (1999); and mediated immune response. 

Henttinen et al., J Immunol Additional preferred indications 

1 55(10):4582-4587 (1995), the include inflammation and 
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inflammatory bowel disease, 
sepsis, neutropenia, 
neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 





and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, and 
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( 1 998); Cullen and Malm, (e.g., as described below), 

Methods in Enzymol 2 1 6:362- boosting a T cell-mediated 
368 (1992); Henthorn et al., immune response, and 
Proc Natl Acad Sci USA suppressing a T cell-mediated 

85:6342-6346 (1988); and Black 1 immune response. Additional 





et al., Virus Genes 1 2(2): 1 05- highly preferred indications 
117(1 997), the content of each include inflammation and 
of which are herein incorporated inflammatory disorders, and 
by reference in its entirety. T treating joint damage in patients 
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indications include anemia, 
pancytopenia, leukopenia, 
thrombocytopenia, Hodgkin’s 
disease, acute lymphocytic 
anemia (ALL), plasmacytomas, 
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approach" Chapter 6:138-160 lymphoma, melanoma, and 

(2000); and Verhasselt et al., J prostate, breast, lung, colon, 
Immunol 158:2919-2925 pancreatic, esophageal, stomach, 

(1997), the contents of each of brain, liver and urinary cancer. 
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infectious disease as described 
below under "Infectious 

Disease"). 

HNGEA34 634 Production of IL-5 IL-5 FMAT. Assays for A highly preferred 




. .tS +•> H 3 

> X) g fe .2 

; •= 5 5 

- -3 3 03 C 

; c o S: 5 

: -Z S. ?: 1 - 
: ^ - — <2 

: 3 J "5) j-; 3 

■» o *— *o +-* o 



OX) X? 

3 X 

•5 .SP 

3 -*= 

3 < 

C 



ob c 



03 



3 

TS 



00 <u 

c .£ >: 
c *5 3 

CO 3 J2 

« •a £ 
.» 22 « 
3 r 
00 



03 



_ 3 

03 03 



CO 



00 

03 

3 



3 

JO — 

330 



03 .3 00 



o 

00 3 

3 3 

to ^ 
J2 cl 

3 

£ ^ 



« -a 

-£ o 

pr *£ 
O o 

3 c 

<13 c0 
£ co 

3 -o 
5 -5 
£ 3 

03 • — 

3 5 

Q> O 

<5 c 
ofa o> 
CD > 

*-1 r- 

cl.£ 



“> g -T 3 
C 03 

'« o £ 
CO -5 rti 

5 — 3 <L> 

O O u 

.£ fe. ^ 

r c ^ 
OX) — X 

di 3 ,2P 

'' ^ -2 x 

£P-2 03 

.£ oo > 

■*ri © * j .X 

i5 C rt 

ill 

ti .§ « 



00 

3 

c x 

0 X) 

11 
> 1— 
• s a 

1 -g 

0i- -3 

0 « 

1= £ 

1 “ 

11 

.0 — 

£ c 

U .= 



g-^ 



•o 

0 
!— 
CL 

^00 c 

'll 

o o 
o 

<D o 

1 

00 £ 

A .§ 



I < 

3 

03 . 

fa >> 

.03 OO 

<+- 1 u- 

03 03 

— • 

0-73 

73 

3 03 

§1 

-3 Q 

< .£ 



3 

s g 
■Beg-. 

o s ; 

.£ Q- . 

c xT 4 
o X 
3 00 

c0 *3 
03 — 



GO 

03 

-a 

3 



-0 

03 

I— 1 

5 — 

<2 

2 

a. 

>-. 

x 

00 



•S < S 



3 

03 

s- 

t- 

c2 

Si 

Oh 



to 3 

co r- 
CO .3 



CO 

3 

.2 

-5 

IS 

3 

< 



3 3 
c 0 Q 3 
„ x 

°p’5 

03 co 
^ 03 

3 ^ 

O co 
c0 

03 Q3 
,03 O0 
^ CO 
C 03 

C/3 



-o 

c 

cO 



03 

T3 

3 

O 

c 



— 22 
0 2 
Z3 .2 
cO ^ 
o 0 

"5 <2 
c c 



cO 

£ ^ 

E 03 

-a 

OJ t- 

5Z O 
c .22 
z; -a o 

2 •- 
g -TD 

03 £ J3 

CO C 03 
03 CO < 4 - 

.22 c: w 



-o 

03 



C t 

2 03 3 



cS 



CO 



£ .£ £ O .£ £ 



S -2 

-O 03 

co ^3 
•“ 03 

-a X 3 

-0 'C 

O C3 

O S 

X) -o 



*0 o 

ll 

CQ 03 

^ ^ L CO 

•V 

> S 

o .— 

< Q 



0X3^ 



D- 

O 

’Eo r3 

, o -c 

03 Q- 

-o g 

c .£ 

C0 t/3 

^ o 

co 03 
, CU CO 

O "5 

Jl 

4-» 

»: 
© 3 

O t3 



^ Ci— ( 

03 O 



.£ *x x .0 



03 

60 ! 

i g 

o cx 
CQ -g 



c0 



-O cO 

c 
o 

3 *31 
O O 

x 2 

C3 ”0 

C P 

3 fc-< 

x a. 



03 ^ 

« O 

4- 3 

Q = 

U g 

C+-4 > 

O 03 

S e3 

.2 co 

to *05 

.a 8 
J a 
Rh 



li 

o <13 



3 -O 
03 3 

> CO 



±3 03 

fli * — 



2 1/3 
X CO 

^ o 

E ’S 

■§ S 

CO T3 
1- ° 
C0 £ 



03 — 

r- T3 

33 O 
X) 
O -3 

CO 2 
03 CO 

12 ^ 
8.1 

^ o 
o . S 

Cl w 



to 03 

’£ .2 

O -TO 

2P w 

S G 

3 

cO 

o 

co 

4 — » 

CO 

*3 

S> „ 

cO .3 



03 
4 -* 
03 ^ 

to 3 

X -o 

3 ° 

.§ £ 

to 

3 ^ .2 

.2 tS 

to 5 



o 

03 3a 
CO c 
3 

-o 3 

1 1 
- cO 
3 N 

.2 ’C 

3 co 



Ut 

cO 

CL 

£ 

I 4) 

cc X 

03 U 

o 

o ^ 





3 


< 4—1 


3 


LL O 


fa 


O 

4—* 


-O 

O 

£ 


*03 

03 


0 

j— 

Cl 


= £ 
03 3 

0) -3 


£ 

3 


.2 


0 


03 


2 <13 


03 


c 


3 

3 


3 

3 




3 

3 .2 


4 — ► 
2 


03 

> 

3 


£ 

£ 


£ 

£ 


03 

O 

m 


£ 

3 W 
£ £ 


3 

03 

£ 



.£ 

*03 

2 

o. 

- ^ 
O 0 

co ”3 

£ -g 

4-. O 

S £ 
a o 

co 3 

£* I 

co 3 
co F 

3 .3 



O c0 

3 ir-T 

— S 

tS - 

3 CO 

-O cO 

2 

Q. o 
3 

03 co 



03 <33 

X C 

-I -g 
> ^ 
03 03 



o 

.£ 

co ^ 

O o 
03 

C 4 - CQ 

© T3 

c £ 
O c0 

to o 

3 ’3 

£ 8 

%3 ,3 



co 

^ s 

co 3 
cO 3 
-3 O 
03 ^ 



T VJ 

00 ° <13 

+•> 

c <3 2 
.2 3-0 

3 X JtS 
35 35 

O c 0 O 



© 3 

O 

-tS \3 

> 3 

■Z3 g 

O > 
c0 ^3 

03 

O X 

C0 <4-h 

35 O 



-O & 

o 

£ S 

o 'S. 

3 03 

3 CL 

£ ^ 
£ © 



1 c 

co CO 

CO If. 

03 * 

^ c 

2 & 

X cc 

33 

§ s 

00 C 



' 31 

1 ^ 
t— - — . £ 0 

X aO c 



o 

<N 

(N 



1274 





invention) include the assays "Cardiovascular Disorders ). 
disclosed in Miraglia et al„ J Preferred indications include 
Biomolecular Screening 4:193- autoimmune diseases (e.g., 
204 (1999); Rowland et al., rheumatoid arthritis, systemic 
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arthritis, AIDS, granulomatous 
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factor CREB (CRE binding neuropathy or blood vessel 
protein). Exemplary assays for blockage), seizures, mental 
transcription through the cAMP confusion, drowsiness, 
response element that may be nonketotic hyperglycemic- 
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(1999), the contents of each of 
which are herein incorporated 
by reference in its entirety. For 
example, a reporter assay 
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GATA-3 response signaling pathway in HMC-1 rhinitis. Additional preferred 

element in immune human mast cell line. Activation indications include infection 

cells (such as mast of GATA-3 in mast cells has (e.g., an infectious disease as 

cells). been linked to cytokine and described below under 

chemokine production. Assays | "Infectious Disease"), and 
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are well-known in the art and “Immune Activity”, “Blood- 

may be used or routinely Related Disorders”, and/or 

modified to assess the ability of "Cardiovascular Disorders"), 
polypeptides of the invention Preferred indications include 



.B- 12 § 



r 

E co <D 
^ <D -O 

^ ”0 o 
* co £ 
O 5 

HI 

<D >2 



<L> co O 
« 2 ^ 
g. ® 5 



A C8 

M £ jB 
<D O o3 

CO <— -*-> 

gfe 

rS «*? I 

a 1 g 

o. 8 S 

o 3 
S ^ E 



0 > ' 

O SP 
o 



J- cu 
& 6 . 
o. S 

F o 



1 §- 

o. « 

5 T 

■o Si 
c 

Ci) -O 
c 

5 « 

£ 



g- ° 5 

n -o 
os C cd 
X 03 
U _T "O 

^ CQ c 

■eS a - 5 

C3 -Q 

o- 2 
c3 cs t: 

-c 3c2 

' 3 E 2 

“ « a - 

! 3 .2 

.2 -r to 
.t- & 

-a <l> cl 

C Cl co 

o >> =>> 

O £ T3 





a> 






cl «T S5 




Q> 

CO 


EEo 


<1> 

£ 

O 


03 

<L> 

CO 


03 C -g g 
*33 C CL E 



£ 5> 

l_g.S 

gr | i & 

-1 1 2 
£"1 

S.S 8? 

o3 C o3 

-8 g/i 

^ O <L> 



E ^ g o 

S I ^ g b 

o w ^ 2 

o £ 7_> i- n 03 

rt* 2 -x e 



^ u u 

0 3 3 

c a> <d 



_c 


CO 


a a 


^3 


5Z 


CL 

E 


03 

CL 


of 


< 


_C 






£ 


c/T 


of 






o 




CO 


<D 


hJ 




"C 


03 


-4— » 

33 

O 

03 


J 

< 


”a> 

>> 

£ 


j= 

t2 

03 


4> 

"O 



(dx) . 

CL 3 

E 2 

CD -33 
X ^ 

W £ 



CO 

a> <u c 

c ’”5 
« _2 - 
P o£ 

O w r 

© -8 S 

<L> *23 &Q 

2 a c ■ 
£ <u 

» g a 5 

CL J* 
co — 73 

£> O g 

V 

^ O G 

5 :> s . 

Ill 



on g 

£ ^ S 

ON fN c 



££ £ 



<N = g 

2! E o 

^ E Ci- 

'2 £ cn 
w . M 

— oa 
m 03 



1288 





contents of each of which are disease, sepsis, neutropenia, 
herein incorporated by reference neutrophilia, psoriasis, 
in its entirety. Mast cells that suppression of immune 
may be used according to these reactions to transplanted organs 
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Berger etal., Gene 66:1-10 boosting a T cell-mediated 

(1998); Cullen and Malm, immune response, and 

Methods in Enzymol 216:362- suppressing a T cell-mediated 
368 (1992); Henthorn etal., immune response. Additional 





Proc Natl Acad Sci USA highly preferred indications 

85:6342-6346 (1988); Benson et include inflammation and 
al., J Immunol 1 53(9):3862- inflammatory disorders, and 
3873 (1994); and Black et al., treating joint damage in patients 
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indications include anemia, 
pancytopenia, leukopenia, 
thrombocytopenia, Hodgkin’s 
disease, acute lymphocytic 
anemia (ALL), plasmacytomas, 





Itiple myeloma, Burkitt’s 
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used or routinely for inhibiting adipocyte 
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adipocyte to adipose-like disorders (e.g., as described 

conversion under appropriate below under "Neural Activity 
differentiation conditions known and Neurological Diseases"), 
in the art. and infection (e.g., as described 
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cardiovascular disease (e.g., 
heart disease, atherosclerosis, 
microvascular disease, 
hypertension, stroke, and other 
diseases and disorders as 




described in the "Cardiovascular 
Disorders" section below), 
dyslipidemia, endocrine 
disorders (as described in the 
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gallstones, osteoarthritis, 
degenerative arthritis, eating 
disorders, fibrosis, cachexia, and 
kidney diseases or disorders. 
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agonists or antagonists of the Disorders"), autoimmune 
invention) to stimulate or inhibit diseases (e.g., rheumatoid 
production of IL-10 and/or arthritis, systemic lupus 

activation of T-cells. erythematosis, Crohn"s disease, 

Exemplary assays that may be multiple sclerosis and/or as 





used or routinely modified to described below), 
assess the ability of immunodeficiencies (e.g., as 

polypeptides and antibodies of described below), boosting a T 
the invention (including agonists cell-mediated immune response. 
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invention (including antibodies microvascular disease, 
and agonists or antagonists of hypertension, stroke, and other 
the invention) include assays diseases and disorders as 
disclosed in Berger et al., Gene described in the "Cardiovascular 
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through clonal isolation and 
undergo a pre-adipocyte to 
adipose-like conversion under 
appropriate differentiation 
conditions known in the art. 
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available (e.g., through the conditions, such as, for example, 

ATCC). Exemplary human T hyperplasia, metaplasia, and/or 
cells that may be used according dysplasia. Preferred 
to these assays include the indications include arthritis, 
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expression in T cells. activating T cells. An alternative 

Exemplary assays for highly preferred embodiment of 

transcription through the CD28 the invention includes a method 
response element that may be for inhibiting the activation of 
used or routinely modified to and/or inactivating T cells. 
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include anemia, pancytopenia, 
leukopenia, thrombocytopenia, 
Hodgkin’s disease, acute 
lymphocytic anemia (ALL), 
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involved in immunomodulatory described below), boosting a T 
functions. Exemplary assays for cell-mediated immune response, 
transcription through the NFAT and suppressing a T cell- 
response element that may be mediated immune response, 

used or routinely modified to Additional highly preferred 
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disclosed in Berger et al., Gene indications include neoplastic 
66:1-10 (1998); Cullen and diseases (e.g., melanoma, 
Malm, Methods in Enzymol leukemia, lymphoma, and/or as 
216:362-368 (1992); Henthorn described below under 
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agonists or antagonists of the inflammatory disorders, and 

invention) include assays treating joint damage in patients 

disclosed in Miraglia et al., J with rheumatoid arthritis. An 
Biomolecular Screening 4:193- additional highly preferred 
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and functional activities. disease, acute lymphocytic 

anemia (ALL), plasmacytomas, 
multiple myeloma, Burkitt’s 
lymphoma, arthritis, AIDS, 
granulomatous disease, 





inflammatory bowel disease. 
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quantitation of the ATP present 
which signals the presence of 
metabolically active cells. 3T3- 
L1 is a mouse preadipocyte cell 
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incorporated by reference in its 
entirety. Cells were treated with 
SID supernatants, and SEAP 
activity was measured after 72 
hours. HeoG2 is a human 
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multiple myeloma, Burkitt’s 
lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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activation of T-cells. erythematosis, Crohn"s disease, 

Exemplary assays that may be multiple sclerosis and/or as 
used or routinely modified to described below), 
assess the ability of immunodeficiencies (e.g., as 

polypeptides and antibodies of described below), boosting a T 








the invention (including agonists cell-mediated immune response, 
or antagonists of the invention) and suppressing a T cell- 
to modulate IL-10 production mediated immune response, 
and/or T-cell proliferation 
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hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, and 
asthma and allergy. 
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Methods in Enzymol 21 6:362- boosting a T cell-mediated 
368(1 992); Henthorn et al., immune response, and 
Proc Natl Acad Sci USA suppressing a T cell-mediated 

85:6342-6346 (1988); and Black immune response. Additional 
et al., Virus Genes 12(2): 105- | highly preferred indications 





117 (1997), the content of each include inflammation and 

of which are herein incorporated inflammatory disorders, and 
by reference in its entirety. T treating joint damage in patients 
cells that may be used according with rheumatoid arthritis. An 
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arthritis, AIDS, 
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helper type 2 cell-directed 
therapy for asthma" 
Pharmacology & Therapeutics; 
88: 187-196 (2000); the contents 
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Pathway transduction that regulate adipocyte survival An 

glucose metabolism and cell alternative highly preferred 
survival are well-known in the embodiment of the invention 

art and may be used or routinely includes a method for 
modified to assess the ability of decreasing adipocyte survival. 





polypeptides of the invention A preferred embodiment of the 

(including antibodies and invention includes a method for 

agonists or antagonists of the stimulating adipocyte 
invention) to promote or inhibit proliferation. An alternative 
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isolation and undergo a pre- Disorders”), immune disorders 
adipocyte to adipose-like (e.g., as described below under 

conversion under appropriate "Immune Activity"), neural 
differentiation conditions known disorders (e.g., as described 
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microvascular disease, 
hypertension, stroke, and other 
diseases and disorders as 
described in the "Cardiovascular 
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(HUVEC)) (including antibodies and inflammation and inflammatory 

agonists or antagonists of the disorders, immunological 
invention) to regulate VCAM disorders, neoplastic disorders 
expression. For example, (e.g. cancer/tumorigenesis), and 
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other immune cells from blood 
vessels; thus VCAM expression 
plays a role in promoting 
immune and inflammatory 
responses. 
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in its entirety. Cells that may be 
used according to these assays 
are publicly available (e.g., 
through the ATCC) and/or may 



-a r£ 

B J-S- 

3 jj • 

^ 12' 
Q. Q- 
•^3 « a> 

15 ;a.*£ . 
•i « § ' 

V- Z 2 ’ 
£ h cd 



cd g 

e d 

8 .2 g 

o O 
&0 "O cd 

d 0.0 
w 0.-2 
« •- 
.£ -= -o 
*s n. <u 

TO — — t- 

— r cd t- 

3 Tt 

E U- u—i 

7 <D 



5 " 

.2 S 
- 2 ; 

o 

= . 



£ 

~6 £ 

O w 

'S S • 



-a 

o 

£ 

13 o . 
c >* , 



-4— » 




.£ 


3 

0 


IB 


O 

C/3 


4— < 

c: 


c 

cO 


.2 

ex 


s 

o> 

C/3 


c 

£ 

0 


i— 

s— 

0 


CO 

<D 


<U 

T3 

’■5 


cO 

tdO 

.£ 


V- 

O 

C/3 


*c 

0 

on 

C 


c 

0 

CL, 

C/3 


c 

1 


T3 

<D 

C/3 

3 


■4— » 
C/3 
C/3 
<U 


Q. 

<D 

CX 


’*5 

3 

0 


-4— > 
CO 

*5 

0 


cd 

s— 


<L> 

OC^ 


"53 

£ 


0> 

-O 


C/3 

CO 

CO 


O 

cx 


.£ 


W) 

cd 



53 « o 
^ 3 >: 
a> ^3 .£ 
£ 2 ^ 
c <u 
<u G c 

|1&- 

g> e © 

»- o c 
O 0.2 1 

,cd v) 



5 2. s 

> C/3 <U 

C <U X 



O 


<L> 




"O 


- 4 -* 


cx 


<u 

CO 


0 

-4-> 


<D 

CX 


33 

<L> 

X) 


-O 

<U 


O 

CX 




a> 


CO 


0 


x 


1 E 


E 




to 




O 


<D 

c 




s 


3 


> 


pc 

cn 


2 


O 

cO 



ow <L> 

i § . 

£ <u c H 
tn c P « 

o g o .£ ca 



Iss 



g £ — 

<5 -2 13 13 

on <L> o o 



1337 



antibodies and agonists or systemic lupus erythematosis, 

antagonists of the invention) Crohn"s disease, multiple 

include assays disclosed in sclerosis and/or as described 

Berger et al., Gene 66:1-10 below), immunodeficiencies 

( 1 998); Cullen and Malm, (e.g., as described below), 





Methods in Enzymol 216:362- boosting a T cell-mediated 
368 (1992); Henthorn et al., immune response, and 
Proc Natl Acad Sci USA suppressing a T cell-mediated 

85:6342-6346 (1988); and Black immune response. Additional 
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transcription factors and lymphoma, Hodgkin"s disease), 

modulate gene expression melanoma, and prostate, breast, 

involved in a wide variety of lung, colon, pancreatic, 
cell functions. Exemplary esophageal, stomach, brain, 
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chronic granulomatosus disease 
and malignant osteoporosis, 
and/or an infectious disease as 
described below under 
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(HUVEC)) (including antibodies and inflammation and inflammatory 

agonists or antagonists of the disorders, immunological 

invention) to regulate VCAM disorders, neoplastic disorders 
expression. For example, (e.g. cancer/tumorigenesis), and 
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other immune cells trom oiooa 
vessels; thus VCAM expression 
plays a role in promoting 
immune and inflammatory 
responses. 
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these assays include Th2 cells. 
1L10 secreted from Th2 cells 
may be measured as a marker of 
Th2 cell activation. Th2 cells 
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growth and other cell functions, infection (e.g., an infectious 
Exemplary assays for disease as described below 

transcription through the API under “Infectious Disease ). 
response element that may be Highly preferred indications 
used or routinely modified to 1 include autoimmune diseases 




test API -response element (e.g., rheumatoid arthritis, 

activity of polypeptides of the systemic lupus erythematosis, 
invention (including antibodies multiple sclerosis and/or as 
and agonists or antagonists of described below) and 
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cell line that also responds to pancytopenia, leukopenia, 

[L-4. thrombocytopenia, Hodgkin’s 

disease, acute lymphocytic 
anemia (ALL), plasmacytomas, 
multiple myeloma, Burkitt’s 




lymphoma, granulomatous 
disease, inflammatory bowel 
disease, sepsis, psoriasis, 
suppression of immune 
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disclosed in Berger et al., Gene indications include neoplastic 
66:1-10 (1998); Cullen and diseases (e.g., leukemia, 

Malm, Methods in Enzymol lymphoma, and/or as described 
216:362-368 (1992); Henthorn below under “Hyperproliferative 
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inflammatory bowel disease, 
sepsis, neutropenia, 
neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 




and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, and 
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disclosed in Berger et al., Gene heart disease, atherosclerosis, 
66:1-10 (1998); Cullen and microvascular disease, 

Malm, Methods in Enzymol hypertension, stroke, and other 
216:362-368 (1992); Henthom diseases and disorders as 




et al., Proc Natl Acad Sci USA described in the "Cardiovascular 
85:6342-6346 (1988); Lochhead Disorders" section below), 
et al., Diabetes 49(6):896-903 dyslipidemia, endocrine 
(2000); and Yeagley et al., J disorders (as described in the 
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disorders of the musculoskeletal 
systems including myopathies, 
muscular dystrophy, and/or as 
described herein. 

Additional highly preferred 




indications include glycogen 
storage disease (e.g., 
glycogenoses), hepatitis, 
gallstones, cirrhosis of the liver, 
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surface markers, such as disorders (e.g., as described 

monocyte chemoattractant below under “Immune 

protein (MCP), and the Activity”, “Blood-Related 

activation of monocytes and T Disorders”, and/or 
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ATCC). Exemplary human T preferred indications include 
cells that may be used according benign dysproliferative 
to these assays include the disorders and pre-neoplastic 

JURKAT cell line, which is a conditions, such as, for example, 
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and agonists or antagonists of Disorders”, and/or “Blood- 
the invention) to modulate Related Disorders”), and 

growth and other cell functions, infection (e.g., an infectious 
Exemplary assays for disease as described below 
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which is an IL-2 dependent indications include arthritis. 
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cytokines, growth factors, and below under “Infectious 
hormones are well known in the Disease”). Highly preferred 
art and may be used or routinely indications include autoimmune 
modified to assess the ability of diseases (e.g., rheumatoid 
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IFNg promotes TH1 and I FNg. An alternative highly 

inhibits TH2 differentiation; preferred embodiment of the 
promotes IgG2a and inhibits IgE invention includes a method for 
secretion; induces macrophage inhibiting the production of 
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(including antibodies and pulmonary fibrosis. Highly 

agonists or antagonists of the preferred indications include 

invention) include the assays neoplastic diseases (e.g., 
disclosed in Miraglia et al., J leukemia, lymphoma, 
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humoral or cell-mediated inflammatory bowel disease, 

immunity and may be sepsis, neutropenia, 

preactivated to enhance neutrophilia, psoriasis, 

responsiveness to suppression of immune 

immunomodulatory factors. reactions to transplanted organs 




and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, 
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Kyriakis JM, Biochem Soc preferred indications include 

Symp 64:29-48 (1999); Chang endocrine disorders (e.g., as 
and Karin, Nature described below under 

41 0(6824):37-40 (2001); and "Endocrine Disorders"). 
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mellitus. An additional 
highly preferred indication is 
complication associated with 
diabetes (e.g., diabetic 
retinopathy, diabetic 




nephropathy, kidney disease 
(e.g., renal failure, nephropathy 
and/or other diseases and 
disorders as described in the 
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retinopathy and blindness), 
ulcers and impaired wound 
healing, infection (e.g., 
infectious diseases and disorders 
as described in the "Infectious 
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urinary cancer. Highly preferred 




1368 




Kyriakis JM, Biochem Soc "Hyperproliferative Disorders"). 

Symp 64:29-48 (1999); Chang Highly preferred indications 
and Karin, Nature include boosting an eosinophil- 

410(6824):37-40 (2001); and mediated immune response, and 
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Zhang JP, et al., "Role of 
caspases in dexamethasone- 
induced apoptosis and activation 
of c-Jun NH2-terminal kinase 
and p38 mitogen-activated 





protein kinase in human 
eosinophils" Clin Exp Immunol; 
Oct;122(l):20-7 (2000); 
Hebestreit H, et al., "Disruption 
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(including antibodies and treatment or asinma, 

agonists or antagonists of the hypersensitivity and 
invention) to regulate caspase inflammation, 

protease-mediated apoptosis in 
immune cells (such as, for 




example, in mast cells). Mast 
cells are found in connective 
and mucosal tissues throughout 
the body, and their activation 
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be used according to these 
assays are publicly available 
(e.g., through commercial 
sources). Exemplary immune 
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in: Grunig, G, et al., 
"Requirement for IL-13 
independently of IL-4 in 
Experimental asthma" 





Science;282: 2261-2263 (1998), 
and Wills-Karp M, et al., 

" Interleukin- 1 3 : central 
mediator of allergic asthma" 
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polypeptides of the invention diagnosis, prevention, and/or 
(including antibodies and treatment of Inflammation, 

agonists or antagonists of the Vascular Disease, 
invention) to regulate ICAM-1 Athereosclerosis, Restenosis, 
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art and may be used or routinely described below under "Immune 
modified to assess the ability of Activity", "Cardiovascular 
polypeptides of the invention Disorders", and/or "Blood- 

including antibodies and Related Disorders ), and 
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are herein incorporated by brain, liver, and urinary cancer, 

reference in its entirety. T cells Other preferred indications 
that may be used according to include benign dysproliferative 
these assays are publicly disorders and pre-neoplastic 

available (e.g., through the conditions, such as, for example^ 





ATCC). Exemplary mouse T hyperplasia, metaplasia, and/or 
cells that may be used according dysplasia. Preferred indications 
to these assays include the include arthritis, asthma, AIDS, 

CTLL cell line, which is an IL-2 allergy, anemia, pancytopenia, 
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cells where the expression level "Cardiovascular Disorders ), 
is strongly regulated by and infection (e.g., as described 

cytokines, growth factors, and below under “Infectious 
hormones are well known in the Disease”). Highly preferred 
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(2000); and Verhasselt et al., J prostate, breast, lung, colon, 
Immunol 158:2919-2925 pancreatic, esophageal, stomach, 

(1997), the contents of each of brain, liver and urinary cancer, 
which are herein incorporated Other preferred indications 
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assays that may be used or indications include 

routinely modified to test inflammation and inflammatory 

immunomodulatory activity of disorders. Additional preferred 
polypeptides of the invention indications include idiopathic 
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immunity and may be sepsis, neutropenia, 

preactivated to enhance neutrophilia, psoriasis, 

responsiveness to suppression of immune 

immunomodulatory factors. reactions to transplanted organs 
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which are herein incorporated Hodgkins lymphoma, 
by reference in its entirety. T Hodgkin s disease), melanoma, 
cells that may be used according and prostate, breast, lung, colon, 
to these assays are publicly pancreatic, esophageal, stomach, 
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7223 (2000); Hutchinson and acute lymphocytic anemia 
McCloskey, J Biol Chem (ALL), plasmacytomas, multiple 

270(27): 1 6333-16338 (1995), myeloma, Burkitt’s lymphoma, 
and Turner et al., J Exp Med arthritis, AIDS, granulomatous 
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modified to assess the ability or Higmy preierreu muiuniuna 
polypeptides of the invention include autoimmune diseases 

(including antibodies and (e.g., rheumatoid arthritis, 

agonists or antagonists of the systemic lupus erythematosis, 
invention) to regulate NFAT multiple sclerosis and/or as 





ribed belo 



c/5 cd 
58 60 

e o 

. N ’O ^ 

> c > 

^ .2 o 

*S ^ 

-o ~0 
o 07 
C -O 

=s ‘C 

o 3 o 

00 5 C/5 

, 07 p 07 

I -o .5 -o 



C/5 

c 

0 

CL 

C/5 

07 _L 

g 8 

1 - 

C 50 

— C 

15 *55 

.2 2 
"O CL 
07 CL 

E g 

— -a 

07 c 

O Cd 



o 



07 "O 
c/5 07 
C 

o S 

CL 45 
00 07 
07 J- 
u CL uj 

Its 

£ .5? ° 



£ « 
cd c 
q3 O 



^ 5 c5 



£ f 



-a 



- c 

c o 

O \S 
cd 
o 



T3 "O 

1) T3 TJ 

£ < .£ 



§ < 
^ C/5 

£ S3 

I - 

qo 8 



c 

o 

■g c/5 
O ^ 

,07 a> 

^ So 

.£ 03 

00 oo S> 

c’l 

.2 = 3 

3 .2 £ 
£ "5 -2 

1 «| J5 

’«*=’§ 

fa « :2 

O M S 

a. ^ -a 



07 

"O 



o 

.£ 

C/5 

*07 C 
oo O 
cd 

8 S 

Si 

.2 "S 

-4-* 5— 

<7 5- 

r P c0> 



3 CL 



-o 
r c 
50 cd ^ 

^ g-S 

C/5 E c 

07 o o 

a -g. * 

8 E — 
•■5 

• — cd "o 

- s <u 

a e £ 

• 7 : <0 »- 
O -£ 8 

g J -g 



07 

"p 



07 

T3 



00 



o o 
.2 c 
Q 

07 w 

> o 

*h3 *-5 
cd cd 

*- O 
0 ) • — 
43 -o 
3 : 3 
o — 

s-1 

<u t: 

CL ,07 

3 : s 

d 0u 



a a 

-3 07 

o ^ 
3 -O 

(75 *> 

„ 07 

£ .2 S 

g E to 

5 S £ 

Sis - 

-O J£ ^ 



c 

»= - cd 

cd 07 ^ 

C/5 Cd 

E = E 

C/5 = O 

^ V X 
CL g O- 

O *- £ 

S £ ^ 



<u 

•> ~c 07 

c X -O 

*E o ^ 
0- 0 s I 

- o — 
r 00 

£ a s § 

cd 2 cd o 
CL oo C ^ 

g«"'§ - s 

•I 111 

^ _g § t 

M CU j? 
c O g p 

Z3 00 .— ^ 

- u ^ a 



00 

cd 

» CL 
O 

-4-» CL> 

II 

1-S- 

CL C 
00 cd 

■a S2 

E " 



<U 

— 1-, 
CL O 

S ^ 

cd c 
X cd 

t- cd 

>p 

"Is 

55 cl 
cd cd 

jc t3 

3 E 

00 

cd 



£ 

<D 

C 

cd 

<D 

-a -o 

W 3 
st O 

cS .£ 

2 o 

p C/5 

cd 



00 



50 



-o .t: 



c to 

o -2 

C CL 



§ .2 
-o -a 



T3 a> 

c a, 

0 ^ 

O -C 



.2 § 

J s 

CL .2 

-o .5 



C/5 O 

<U td 

c 

07 -3 

00-5 

c-t — 1 o 

2 s 
^ £ 0 
5- 9 c 
2 55 P 
o «a £ 

*® fe.1 

O 07 C 



'"g 

cd 



*C ^ o 
O 3 

£ -o o 

s 1.1 



42 < 
00 > 

03 Z 

00 ^ 
c/5 07 
cd ^ 

_fd to 
CL g 

E O 

S 

M § 

s! 

.2 s 

c ^ 

£ cd 



_g o 

-o 

cd 07 

s s 

o 

c 

£ 07 

£ .£ 
07 ^ 

« O 

07 5— 

22 *- 

£ 0 
0 -rx 

CL ^ 

07 22 

v- P 



00 

07 07 

= - 1 
07 C 4-1 2 

£ O r£ 

07 C/5 5 

■« -5 Cd 



>> 

cd 






50 



g H, C 

CL 

00 -C-* 7 t 

07 O c 

t a.5 

U- o c 

s ^-2 

Z *5: n 

7 ; > 07 

S g £ 

-+— » C3 • -1 



.l: 00 

c cd 

1-8 
3 _E 
£ ^3 

cd 

O /-X 

00 £ 

to .2 



07 

C 

07 

O -0 

^ c 

: cd 

cd c 



— Q 
O -C 

£ c 

>> 07 

g X 



< 

GO 

D 

*0 

GO 



50 

C cd 

'E ~ 

07 
GO 



07 
07 

< « 

^ 07 

Q 



= ta 



o p 
50 > 
cd C 

§ •£ 



OB'-' 

t-l . ^ 

07 

m 00 
w a-. 

c ON, 

-o ^ 

07 o 
v— ^ 



CN 

o^ 

ON 



-o 

cd OO 






c ^ 



0 P7 
.52 no 
- o NO 



E 00 
£3 \o 

07 pp 

_r 'O 
£ ^ 
"cS 'o 



■+3 

cd vo 

O 'O 
Oh ^ 
r m 

■3 s r 

d s 



, 2 § 

CD O 

-C 
C7 1 
O * 7 ; 

S 0 

— r 00 

cd On 

4— ' ' r: l" 
07 — 



.2 

5 ST 

Z- ON 
qo ON 
07 — 

a ^ 

C NO 
C rp 

^ Ei 

o "T 

o — 

LT CnI 

PQ <N 



3 
[jJ ^d" 

— * 00 



cd 



c o 



2 

u-, 



rp 
c Os 
£ on 

07 

-C W 

U cn 

ON 

o CN 

CQ — 

^ up 
r 00 

-3 <N 
03 -d- 

x— * 1 

07 . . 

S 2 

07 w 

5 « 00 
NO 
>- <N 



07 

O 

T3 ^ 

a ts 

cd *-1 
j-i *X3 

& ® 
o « 

o -td 

.£ c 

.£ 07 

*07 O 
*- EJ 
07 Q7 



5D 

.£ 

o .2 

o ^ 
cd ^ 

-O 

07 <U 



00 

3 

07 

hO 



cd 

C/5 

PP 

cd 



50 

!!• 
$ 0 
r £ 

50 07 



■ PQ 



= a 

e w 

E u 

C/5 



07 07 G_ , cd 07 



07 

-O r , 

s B 

2 H 

cd ^ 



1389 





cells that may be used according pancytopenia, leukopenia, 
to these assays include the thrombocytopenia, Hodgkin’s 

JURKAT cell line, which is a disease, acute lymphocytic 
suspension culture of leukemia anemia (ALL), plasmacytomas, 
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killer cells). assess the ability ot emooaimenr or me invention 

polypeptides of the invention includes a method for 
(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production, 

invention) to regulate serum Preferred indications include 




lodulate blood disorders (e.g., as 
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cytotoxic activity. melanoma, glioma (e.g., 

malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 
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cardiac reperfusion injury, and 
asthma and allergy. An 
additional preferred indication is 
infection (e.g., an infectious 
disease as described below 




<D 

co 

03 

CD 

co 

IQ 

CO 

.2 

* 4 — ' 

CD 

,<D 



. 0 
^5 







5_ 












O 


C 












O 






o> 




c 


\E 


s— 




_e 

4 — > 




0 


O 

2 




-0 






\E 




E 


0 




E 


<D 


c 


c3 


CO 


DO 


<D 


L- 


03 


>* 


-4— * 

E 


.E 


>• 

.E 


0 .E 


cT 


CO 

j— 


<d 

p 


O 


CD 


j3 


O s- 
■ — <D 


JD 


5—i 

*-5 

0 

-O 


<D 

-O 

^3 


-E 

L- 

O 


CO 0 

'= Si 

O O 
DO -C 


E 2 

> s 

S u 


< 
4 — » 


E 

<d 


O 

# E 


CO 

CD 

r2 


03 +-* 
« CO 

co 


S.'S 


’E 

3 


T3 


c 


* 4 — » 


(V) co 


.22 c 


E 


2 

5— 

r O 

< 4 — 


.2 

c 


Cl 

<D 

CL 


11 


0 c 
& 03 


E 

*5 

4 — » 


i « 

s- 

Cu 


> 

e 


O 

CL 


E E 
o3 S3 


03 g 

*-5 is 


3 

< 






DO 


a> 






3 


E 






O 


3 


. 




S— 

•£ 


<D P 
co E 


CQ 


L— 1 

O 


E 


E c 

0 .£ 


co 

cS 


E 

.2 

*E» 


.2 

K, 


CL _ 
co E 
<D * — 

*- 4-* 


-E 

CD 

3 


03 

> 


*c 

0 


CQ § 


co 


O 

< 


CO 

C 

2 
4— » 


U £ 

{JL CD 
Z CD 


CO 

*4> 

<D 



ho 

ko 



CnJ 

Os 

CQ 

Q 

CD 

O 

DC 



r- 

^ 3 - 

<N 



1393 





85:6342-6346(1988); Valle 
Blazquez et al, Immunology 
90(3):455-460 (1997); 
Aramburau et al., J Exp Med 
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modulate expression ot neuronal 
genes. Exemplary assays for 
transcription through the NFKB 
response element that may be 
used or routinely modified to 




test NFKB -response element 
activity of polypeptides of the 
invention (including antibodies 
and agonists or antagonists of 
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1 8(9) :4986-4993 (1998); and include neoplasms and cancers, 
Fraser et al., Eur J Immunol such as, leukemia, lymphoma, 
29(3):838-844 (1999), the prostate, breast, lung, colon, 

contents of each of which are pancreatic, esophageal, stomach, 

herein incorporated by reference brain, liver, and urinary cancer. 





in its entirety. Human T cells Other preferred indications 
that may be used according to include benign dysproliferative 
these assays are publicly disorders and pre-neoplastic 

available (e.g., through the conditions, such as, for example, 
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(including antibodies and l cell proliteration. a nigniy 

agonists or antagonists of the preferred embodiment of the 
invention) to stimulate 1L-2 invention includes a method for 
expression in T cells. activating T cells. An alternative 

Exemplary assays for highly preferred embodiment of 





for example, melanoma 
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Disorders”, and/or 
"Cardiovascular Disorders"). 
Preferred indications also 
include anemia, pancytopenia, 




1400 




transcription through the NFAT I and suppressing a T cell- 
response element that may be mediated immune response, 

used or routinely modified to Additional highly preferred 

test NFAT-response element indications include 
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1L-4 responsive T cell! multiple myeloma, Burkitt’s 

lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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invention (including antibodies infectious disease as described 
and agonists or antagonists of below under “Infectious 
the invention) include assays Disease”). Highly preferred 
disclosed in Berger et al., Gene indications include neoplastic 
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lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
sepsis, neutropenia, 
neutrophilia, psoriasis, 
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216:362-368 (1992); Henthorn indications include neoplasms 
et al., Proc Natl Acad Sci USA and cancers, such as, leukemia, 
85:6342-6346 (1988); Georas et lymphoma, melanoma, and 
al., Blood 92( 1 2):4529-4538 prostate, breast, lung, colon, 
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meningitis, and Lyme Disease. 
An additional preferred 
indication is infection (e.g., an 
infectious disease as described 
below under "Infectious 
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Chang et al., Mol Cell Biol “Hyperproliferative Disorders”). 
1 8(9):4986-4993 (1998); and Highly preferred indications 
Fraser et al., Eur J Immunol include neoplasms and cancers, 
29(3):838-844 (1999), the such as, leukemia, lymphoma, 





contents of each of which are prostate, breast, lung, colon, 
herein incorporated by reference pancreatic, esophageal, stomach, 
in its entirety. T cells that may brain, liver, and urinary cancer, 

be used according to these Other preferred indications 
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routinely modified to I Highly preferred indications 
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M0LT4 cell line, that may be Activity”, “Blood-Related 
used according to these assays Disorders”, and/or 
are publicly available (e.g., "Cardiovascular Disorders"), 

through the ATCC). and infection (e.g., viral 
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mellitus, endocarditis, 
meningitis, Lyme Disease, and 

asthma and allergy. 

HOUFS04 663 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the NFKB 1 include inflammation and 
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M0LT4, that may be used preferred indications include 

according to these assays are benign dysproliferative 
publicly available (e.g., through disorders and pre-neoplastic 
the ATCC). conditions, such as, for example, 
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cells), art and may be used or routinely inflammation and inflammatory 

modified to assess the ability of disorders. Preferred 

polypeptides of the invention indications include blood 
(including antibodies and disorders (e.g., as described 





agonists or antagonists of the below under “Immune 
invention) to regulate STAT6 Activity”, “Blood-Related 

transcription factors and Disorders”, and/or 

modulate the expression of ’’Cardiovascular Disorders ). 
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ATCC). Exemplary T cells that lymphocytic anemia (ALL), 
may be used according to these plasmacytomas, multiple 
assays include the SUPT cell myeloma, Burkitt’s lymphoma, 
line, which is a suspension arthritis, AIDS, granulomatous 
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element in immune well-known in the art and may TNF alpha production. An 
cells (such as natural be used or routinely modified to alternative highly preferred 
killer cells). assess the ability of embodiment of the invention 

polypeptides of the invention includes a method for 
(including antibodies and stimulating (e.g., increasing) 




of the TNF alpha production 
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which is a human natural and cancers, such as, for 



CL 

£ 



DO 



1 .1 
: 5) 

■2 ct 

<D £ 

g-g 

a s 

<D C 



CO 

— 2 

£ £ 
CO 

1?1 

O 



CD -O 
^ C 
C S3 
o3 

C £ 
.SP g 
o3 £ 

£ 3 



CD 

- .3 <d 
C ^ *3 
•£0 3 

• n 

.2 ^ 3 - E 

2 15 § | 

2 03 O o 

g i 

5 2 os o 

.£ *”5 

r -" , r s- c 

S Cd 3 — 
^ -n -T3 

O 2 § t: 

C 

3 



a o 

£ *3 



£ a a u5 c 



fill 

— CL 



co 

a> 



CO 

03 

<L> rv 
.> O 

+-* CD 

s ? 

<2 s 

— CL 

2 -o 

& § 
>> 

-a _ 



on c 

*3 O 
§ .2 
_o "O 



03 

£ 
CD 

6 S 



CO 

03 



CO 



o3 

X 03 
CD 

J- £3 

< 2 : r 

s' ^ 

.fi u 2 .2 

S E g 

CO ^ • — 

r _r .2 5/5 

i j .2 § 

i&l'S 

3 w a.2 

C CL co -rj 

O >* c 
O -3 *3 .3 



C 

.3 .2 
.5 ao^ 
c -o 5 * 

8.^1 
8 . 'a. 
•3 .2 S 

O 3 >, 

— Q> 

CL CD 

.5 o ^ 

§ ■£> 3 

a. 2 ra 



§>8 . 
2 _Q (D 
^ — co 



w -ij 

^■ES 
1 2 8 
a^s --o 



03 

£ ^ 
i»-J 

§1 

£ co 

CO 

03 03 

o- £ 
^ -2 
j <l> 

< £ 

w CD 

.s a. 

£ 2 

CD -3 



c A 

a 



03 



ctf 

CO 

o3 

a> 

r> CO 

< 8 '-5 

o c 3 *•* 

co (D <D 

2 .52 £ 
u- -o o 

-£ co 

« g & 

oT t3 2 
£ £ g 

o o c 
-n •= £ 
& c J3 

£ c3 ^ 

2^ ob .£ 



aS c^ 
*-= O 



o o 



co 



o .ti 

\3 "3 

* g 

3 O 
OX) o 
03 *3 

o c 

O CD 



*3 

§ 

£ 

3 



03 

'£ 

CD 

CL * 
2 . 
3 

CD 

3 



co 

CD 

1 — 

CL 

CL 

3 



a 

OX) 



CD 

Ou 3 
— >> ,-ti 

s ® ■*= = 
s - - 



? 2 .2 



<^i 



• -3 
OX) * 



CD 



1 = £ 
g- 2 -a « 
i S §J 5 
. 111 * 



£ 


*co 

<2 


s_T *- 

c 2 

^ CD 




V- 


03 sL 


c/T 

*+-j 


<D 

CL 

2 


-o °- 

§ g 


*ob 


0 


03 O 


£ 


03 


£ ~ 


*£ 

CD 

r - 


1 

o3 


*5 5 

co ^3 


£ 


O 


03 03 



03 

O 

o 



If 

CD • — 
r- ■*-» 

.£ o 
— 03 

C3 O 
CD *3 

? o 



ils! 



1415 




,<D 



O GO 

_g s 

-iJ co 



c -O 5 

l— l 

C -3 co 

-5 ’C 3 

- O O 

W> s 

<D ~3 JD 
co 7= 
„ CG £ 
O d 
*3 52 »- 
o 03 o> 

& 8 7 
Ei i 



W ao 

CO 

cG <D 
o CO 

;5 03 

~o <U 
C co 






"O 

o O 

s_ • — 

Jp? CO 

«S j* 

£ CL 

o. o 
r <u 
c 

JC <u 
txD T3 

* "3 
c 



cG 

E 

5— 

o 



2 

CQ 

c 

CG 

E 



^ X 



Cl\ 

uT 



«* w 
<d 

11 

O 3 

-a i 

E — 

•— "S 

E £ 

<D — 

3 
CD 



(D 
^ T3 



CO 

fl> CO 

-o g 

.1 'i 

£ I 
ll 
£ J 

2 fi 

& £ 

0) 

£-§> 

i= ir 



D C 

O g 

g J2 
3 3 

TD * 

c3 £ 
co CL 

E £ 

co CG 

£ X 

CL « 

o £- 

g <2 

Q> CO 
"O oG 

_E j= 

g § 

.CS co 



o> co 

co cG 

cG <L> 

0> J— 

co co _C 

a Ha « 

=5 »!>=“ s 

o ^ x C CO 

r 4=J O O 

^ s s -a k 

dX) £ § *0 "3 

• cQ E c 

^ C I-U CG 



CG 



CG CG cG cG 

E £ E S 

O O O O o 

J= -C J= -c c 

CL CL CL CL CG 

E E E E 13 



J- 

0) 

- _c o 
C X -o 
*E o 3 

.2 . 3 -S 

’S J= c *« 

2 a s § 

g | e?‘S 

g £ CG O 

CL co C *-q 

g -5 *§ -S 

1 a-g a 

« 2 « b 

rs fli 

S > |«‘g 

ZS co .c br 

E me a 



CG 

<D *S- 
> o 

-a <u 
2 = 
<£ 2 

1-1 

cl e 

co CG 
co 

r- « 

Op’S 

’E S 

<D .22 

-a 



D 

CL O 

£ "o 

cG c 
X CG 
<L> 

v- cG 

<2'1 
co' o 
« CG 

-c tS 
3 E 

CO 



CD 

C 

3 

£ 

£ 

"S I 

fc « 

,D D 

11 

D- o 



*o 

*5 

£ 



CG 

g 

g 

■c: cl 

. — t- 

-a d 
C 0- 
o >> 
o 



co 

.5 o 

J'i 

CL .2 

£-g 

-a .- 



Ctf) 



O 

j— i 

O 

co 

g D 

o-’aJ 



i g . 

a> co 
■»— » • -r 
co co 
O 

“ -S 
.2 E 

.ti 



tl 

CG D 



^ O 

° oG 
C D > 

2E'5 

=5 c 
o o o 

crt Vh Lh 

JC 

<U ^3 4-h 

£ c 
t: o 7 



o 

cG to 



E 
E 

co cG ^ 

<Bo 



cG T3 
C C <D 

E ^ ^ 

E -a *-S 

— « 1 
o b s. 

g a> 
o c 

CL ^ 
co r- 'S 
D .= g 
v- _ O 
^ s C 5- 

GO S g 
rn c -a 

I CO 

O = 3 

-ti g <i> 
05 ^ XJ 



c -a 

D C 
> cG 
C co 

— a> 
O ^ So 

-2c* 7 a 

!c w £ 
D CG 

<u 2 W> 

■5 Q.^ 

CO P- 
D cj 

co ”7 c 
co O 
CG CL w- 



^ H 

c < 

o H -o 

co c^ C 

« a s 

•£ JS £ 

O 3 o 
ap W) o 
5 s cS 

^ S— L— ( 

cG O c 



° C 
co o 
to *+U 

1 | 

S? C 

CG *— < 



.2 

CL 



J ’S 

*n 

g CG 

2 > 

&-8 

« •> 
o> > 
C cG 
D _ 
dX) C 



& 

CG 

CL 

£ 

x 

w 



00 cG 
3 -C 

o ^ 

fc- ts 

_c c 

^ D 

g E 

O <D 

- a « 

• — (U 

o g 

g o 

cG CL 



CO 

<D 4> 
co T 3 



— •— S-i 



E TD 
CG CD 
-= > 



2 3^; 



-o o 

o > 

E .£ 



£ GO 
co ^ 

co 0 ) 
co r- 



O 

CL 

^ s 

g V 
.S GO 

3 ^ 

2 O 

o S 

■S i 

co ^ 

3 T3 

o ,a 

-3 Jt2 

cG O 

E £ 



cl .E 
-o 
o £ 

CL O 

4— C 

O W 
>» C 

.ts o 
^ *-3 
‘CJ c 

D D 
cG > 



<D (D 
£ £ 
<D O 



O 

co 

to 

*E 

o 

dX) 

cG 

-O 

C 

cG 

co 

.2 

'O 

o 

£ 

c 

cG 




d0 

3 

O 



° § 



D 

C 

i h 

C CO 

.E cG 



C . y 2 c LC 
.2 a. S"Z B 

trt ‘C £ C co 
5 O ^ <D ^ ^ 
.C 22 O) C co co 

« i < ® « « 

<! £ O a> o o 



VO 



VO 

VO 

VO 



oo 

Q 

OQ 

> 

O 

X 



VO 

<N 

J 

< 

o 

Cl 

ac 



cs 



O) 



1416 





Methods in Enzymol 216:362- and/or as described below), 

368 (1992); Henthorn et al., immunodeficiencies (e.g., as 
Proc Natl Acad Sci USA described below), boosting a T 

85:6342-6346 (1988); cell-mediated immune response, 
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acute lymphocytic anemia 
(ALL), plasmacytomas, multiple 
myeloma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 





sepsis, neutropenia, 
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(2000), and Cohn, et al., 
helper type 2 cell-directed 
therapy for asthma" 



c/3 

.2 £ 
eS -£ t 
.2 to t 
13 * 

c -o 
— c 
T3 CO - 

2 >,’ 

*- bo • 

J2 S ' 

<D = - 



.2 

*G 

3 


s 

c 

o 


c 


C 


<U 

O 


<L> 

CL 


o 


8 


<U 

a 


& 


C3 


2 


d> 


c 


CO 


V* 

<L> 


-G 


•G 


a> 

V- 


CL 


JP 

H 




2 


,a> 

t+H 


E 


O 


cO 


<D 


a> 



-o . 
-o 

3 » 
tS .2 

l-i -4— > 

o c 

Cl, <L> 
O -- 
I C -C 



O *- = - 

4^ CC CO 0> O 

hn U - ^ O 

S » 8 S3 CN 

•S S g S £ 

c£ "O £ C 

JZ ^ 5 -o o 

<u c> tfc 2 to 

So C D 2 

•o & Si g 8 

>. on Q C ^ 

«3 SS w W 

E 2 o -° 8 

4-* GO ^ >~4 CsJ 

CS « c« £ 

-Sin Eh 



trt ^ 

2 c 

03 

PP |— J 

<D n-h 

O 

H 2 ■ 



<D <D .G 
"o C *C 
2 S> Oh 

*h 

.§>1 « 
S la £ 
E o-J= 



•55 © -O 
3 -G O 

^ o- o 
G E X> 
.2 -2r* 'o 
13 o 
1 8 « 



“>* * 
•§ » -o 
.H j= a 
S3 .9-^ 

a a.i 



o 5 > 



2 o 

-O 03 c/3 

O *0 G= 
*- C O 
pH co o 



1419 





cd 

CD 

-5 

c 

"O 

CD 

t 
0 ) 
■ 4 — i 

2 

Ou 



O c « 



<U a> 

2 § 

oo 

•I a 

E 8 . 

“■§ 

>> cd 



Cd 

> 

*x 

o 

Cd 
D 
D 
3 
3 

3 C 

- O 

3 



-o 

c 

cd 



.= -S = 

5 CL o 

cd • ^ 
•— ; to 



O £ 
U CD 

2 f <D 
D 

ccs x 

L* -O 



<d x 
o c 
cn ■£ 

X g 

H *5 



>> 

2 T 3 <N 

C <D X 

? 2 ^ 

Oh J- j- 

g CD 

^ « c 
| «> § 
J§ 2 u 

to « 3 

ccS c/a *-»; 

-O T! 3 

r w n 

§ ° o 

fans-.— 

£r a) > 
« jx c 

**3 <D • — 

*•*.3 
o H > 



CO 
CD 

OX) >> 

C u 

•ES-o-o 

3 33 O 

a o 

£ x 



° 

'•§ o 

IJ 

2 

*N g 



S 3 .&* 

O CD ^ 

Oh Oh .22 



CD 

*p 



00 ^ 
<D CD 
w -O 
co g 
<D S 

8 £ 

So o 

^ £ 

.2 T3 

Hr* <V> 

3 J 

o' « 

O C/3 

(D <D 

c *o 



CD 

C 
3 

E 
E 

o r~ 

CO CO ^ 

*jr ccs t- 

Q „ cd 

D Ob'S 

. > ^ 3 

13 ^ £ 



x -o <d 
p o __. 

£- co X 

O- — ; <D 

a> .-S 

rv T 3 *- 

>r o o 
x' o <*> 

X — CD 
S X X 



S3 -o 
-=g*o 
o ~ 5 

SP^ 

! o % 
^ o » 

cs C st 

O « o 
- „ ~ 
r “ *2 *Q 
£^_g *o 
X X <d 

> i— -3 
.O O ccS 

d .52 lj 

< Q Oi 



CO 

11 

CD CD 

eg -O 
C -O 
•— CD 

c -o 

CCS C 

* cd 

op 8 

<D 'O 

C /3 



O 0 ) 
*X <2 
o cd 

.£ ^ 



CCS X 



CO 

CO <D 

C CO 
.2 8 
td 
.2 

*5 CD 

c c 

— 3 

-o £ 

fi | 

eg O 
2 p 

Oh 



CCS 



3-* -O 



SP o 

a: = 



0 co 

1 8 . 

£ 3 

3 — 

CD CD 

- E 

r <d 

fcp to 

CD 

N ^ CO 



CCS 

»-i 

S c 

03 <-$ 

.2 ^ 
C/3 ^ 

2 1 

CD qd 

O ^ 

*o 



r o 
Op *33 
CD * — 



-a 

T3 

< 

? 

o 

g (D 

X) 



co 

2 

‘5 

c 

<D 



.1 *g 

- 4 -* in 

ccS ^ 

.2 c 
-o 
c 



C/3 
<D CD 



CD 

-a 

o 

c 



CCS 
£ 

_ E 

«S £ 

<L> 

l— . 

o. w 

-a 



33 CD 
3 to 
2 CD 

E -a 



p o x -3 

E « w> o 

S— CD •— r- 

.E -o 3 .5 



o < 

CD 

2 tS 

c3 x 
> 0£) 
' 3 

CD O 

* X 
CD 

c 



c 

£ 2 

o o 

3 . -g 

2 3 

0 3 w 

c -? 

(D 

E § 

CD C 



to 



<D to 

X <D 

‘ * g '*6 

.. *£ o 

CD <. X 

co O 
cc$ 



2 -3 

*8 ■£•. 

is « 



i- .it 

o 

a. 

co * n 
CD 

cS co 
to C 

< fi 



O ^ 



CD T3 

CD E 
to OS 

C 't* 

a« 

to <D 
(D X 



X O- X 
*T3 >> CD 

§ o -S 
E 

-o' o o 

a> ^ *X 

c ^ C 

X X CD 

11.1 



0 

g CD 

•S 2 ^ 

If 

1 E 

OS o 
5- ^ 

o ^ 

CO 



c 

o 



8 12 

, CO 

« ^ 



^ 0 > o 

Oh X g 
< HD 
03 cd 

E S 

os ~o 



CD 



O 

*o 



co 

cS 



c c 
o g 

OX) > 
cS 

•g CD 

E x 



•s 1 



_ b' 

os 

Or' 

E 
£ x 

OX) uj 



E 

£ c 

X 2 > CD 

^ E .£ 

S « ts 
o 33 3 
X W O 
Oh <D *- 



D <D 

-5 *-5 

- 4 —* Cj_| O 

C o x 

(D w *X 

C co X 

i -8 § 
« -s 

CD 2™ 

So 2 -a 

C S- 3 

o 73 

a O e 

CO Q_ .E 
<D w 



O co 

^ cd 

.2 % 
c cd 

O (D 

cei 3 



T3 C 



X cd 
CCS r- 



> 

c s 

+ri <D 3 
° X LL 



3 . — D 

C fi S> 



o c c 



g o 

Q_ T3 

oo g 

£ 3 



4-» ► 

< *C c 

+-» *rn ir 

co ^ > 

CD 2 C 

H— * TO • — 



g O 

cd c 

O /~N 

CO E 

H-> O 
co • - 

„ e 
So > 

cd £ 

•g 

§ & 



CD r n 

OX) ^ 

Ih . „ 

D / — nr 

co gg c 

•S 2 4 

T3 w ‘ 

g O 

-2 'T 

o Tt 
.2 so 
T3 VO 



OD 

3 

O 



CD 

C 

3 



X 

o 


H— » 

3 

o 


CD 

to 

C 


E 


c 




o 


c 


.2 




cu 


*"• 


*x 

cd 


*c 


CO 

CD 


c 


CD 


e- 


<D 


*x 

CD 


CO 

§ 


K* 


£ 

JD 


< 


B 


< 


CD 



co 

cd 

X 

o 

3 

co 

CO CO 



CD CD 



OO 

X 

X 



^s- 

vn 

< 

CD 

(X 

Oh 



s 



vn 



1421 





216:362-368 (1992); Henthorn inflammatory disorders, 
et al., Proc Natl Acad Sci USA Highly preferred indications 
85:6342-6346 (1988); Rellahan also include neoplastic diseases 
et al., J Biol Chem (e.g., leukemia, lymphoma, 
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suppression of immune 
reactions to transplanted organs 
and tissues, endocarditis, 
meningitis, and Lyme Disease. 
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that test for immunomodulatory as described below), boosting a 
proteins evaluate the production T cell-mediated immune 
of cytokines, such as Interferon response, and suppressing a T 
gamma (IFNg), and the cell-mediated immune response, 

activation of T cells. Such 1 Additional highly preferred 




assays that may be used or indications include 

routinely modified to test inflammation and inflammatory 

immunomodulatory activity of disorders. Additional preferred 
polypeptides of the invention indications include idiopathic 
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immunity and may be sepsis, neutropenia, 

preactivated to enhance neutrophilia, psoriasis, 

responsiveness to suppression of immune 

immunomodulatory factors. reactions to transplanted organs 
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assays that test for described below under Immune 

immunomodulatory proteins Activity”, “Blood-Related 

evaluate the production of Disorders”, and/or 

chemokines, such as "Cardiovascular Disorders"), 

macrophage inflammatory Highly preferred indications 
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Chem 379(8-9):l 101-1 1 10 includes a method for 
(1998); Nikoulina et al., stimulating muscle cell 

Diabetes 49(2):263-271 (2000); differentiation. In a specific 
and Schreyer et al., Diabetes embodiment, skeletal muscle 
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Related Disorders”), immune 
disorders (e.g., as described 
below under "Immune 
Activity"), and infection (e.g., as 
described below under 





“Infectious Disease”). A 
highly preferred indication is 
diabetes mellitus. An 
additional highly preferred 
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below), neuropathy, vision 
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invention) include assays below under “Hyperproliferative 

disclosed in Miraglia et al., J Disorders”). Highly preferred 
Biomolecular Screening 4:193- indications include neoplasms 
204(1999); Rowland et al., and cancers, such as, myeloma, 
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hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, and Lyme Disease. 
An additonal preferred 
indication is infection (e.g., an 





I ’ infectious disease as described 

below under "Infectious 

Disease"). 

HPMCJ84 672 Activation of Assays for the activation of A highly preferred 
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surface markers, such as disorders (e.g., as described 

monocyte chemoattractant below under “Immune 

protein (MCP), and the Activity”, “Blood-Related 

activation of monocytes and T Disorders”, and/or 
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cytokines, initiate and (e.g., leukemia, lymphoma, 

upregulate T cell proliferation and/or as described below under 
and functional activities. “Hyperproliferative Disorders”). 

Highly preferred indications 
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modulate gene expression meianoma, anu piuaicuv, 

involved in a wide variety of lung, colon, pancreatic, 
cell functions. Exemplary esophageal, stomach, brain, 

assays for transcription through liver and urinary cancer. Other 
the GAS response element that | preferred indications include 





may be used or routinely benign dysproliferative 

modified to test GAS-response disorders and pre-neoplastic 
element activity of polypeptides conditions, such as, for example, 
of the invention (including hyperplasia, metaplasia, and/or 
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functions. Exemplary assays for cell-mediated immune response, 
transcription through the NFAT and suppressing a T cell- 
response element that may be mediated immune response, 

used or routinely modified to Additional highly preferred 
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suspension culture of leukemia anemia (ALL), plasmacytomas, 

cells that produce IL-2 when multiple myeloma, Burkin’ s 
stimulated. lymphoma, arthritis, AIDS, 

granulomatous disease, 
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modified to test GAS-response disorders and pre-neoplastic 
element activity of polypeptides conditions, such as, for example, 
of the invention (including hyperplasia, metaplasia, and/or 

antibodies and agonists or dysplasia. Preferred 
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and/or an infectious disease as 
described below under 
“Infectious Disease”). An 
additional preferred indication is 
idiopathic pulmonary fibrosis. 




Preferred indications include 
anemia, pancytopenia, 
leukopenia, thrombocytopenia, 
acute lymphocytic anemia 
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routinely modified to test SRE | Highly preferred indications 
activity of the polypeptides of include autoimmune diseases 
the invention (including (e.g., rheumatoid arthritis, 

antibodies and agonists or systemic lupus erythematosis, 
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melanoma, glioma (e.g., 
malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 
esophageal, stomach, brain, 
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"Renal Disorders" section 
below), diabetic neuropathy, 
nerve disease and nerve damage 
(e.g., due to diabetic 
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as described in the "Infectious 
Diseases" section below 
(particularly of the urinary tract 
and skin). An additional 
highly preferred indication is 
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melanoma, glioma (e.g., 
malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 
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typical of native pancreatic beta Aditional highly preferred 
cells including glucose inducible indications are complications 
insulin secretion. References: associated with insulin 

Asfari et al. Endocrinology resistance. 
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Berger et al., Gene 66:1-10 boosting a T cell-mediated 

(1998); Cullen and Malm, immune response, and 

Methods in Enzymol 216:362- suppressing a T cell-mediated 
368 (1992); Henthorn et al., immune response. Additional 
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disorders and pre-neoplastic 
conditions, such as, for example, 
hyperplasia, metaplasia, and/or 
dysplasia. Preferred 
indications include anemia, 
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expression. Assays for indications include blood 

immunomodulatory proteins disorders (e.g., as described 
produced by T cells and NK below under “Immune 
cells that regulate a variety of Activity”, “Blood-Related 
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polypeptides of the invention diagnosis, prevention, and/or 

(including antibodies and treatment of Vascular Disease, 

agonists or antagonists of the Atherosclerosis, Restenosis, 
invention) to regulate 1CAM-1 Stroke, and Asthma. 
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HSAWZ40 690 Production of Assays for measuring Preferred embodiments of the 

1CAM-1 expression of ICAM-1 are well- invention include using 

known in the art and may be polypeptides of the invention (or 
used or routinely modified to antibodies, agonists, or 
assess the ability of antagonists thereof) in detection, 




polypeptides of the invention diagnosis, prevention, and/or 
(including antibodies and treatment of Inflammation, 

agonists or antagonists of the Vascular Disease, 
invention) to regulate ICAM-1 Athereosclerosis, Restenosis, 





1481 



cells (such as natural be used or routinely modified to alternative highly preferred 
killer cells). assess the ability of embodiment of the invention 

polypeptides of the invention includes a method for 
(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production. 






invention) to regulate serum Preferred indications include 
response factors and modulate blood disorders (e.g., as 
the expression of genes involved described below under “Immune 
in growth and upregulate the Activity”, “Blood-Related 
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disease as described below 

under “Infectious Disease”). 

HSHAX04 692 Production of IL- 10 Assays for production of IL- 10 Highly preferred indications 

and activation of T- and activation of T-cells are include allergy and asthma. 



-o 

C 

cd 

P § 

E 
E 



L— . 

d 



<u 

2 -2 
OX) O 

15 •= 

— C/5 

cd c 

g 2 
.2 

•*— < cd 

s=§ 

< .E 



on <D 
cd c 
c 3 

ob E 

^ j= 

C/5 r 
5- 

12 ”2 
O C 
on 



3 

£ 
CD O 
*3 CD 

.2 x> 

o -o 

Cl cd 

2 2 

cd l- 

S o 

on 

<D <D 
-3 -O 



-o 

<u 

cd 

CD CD 

■8 | 

o E 

QQ O 
3 

”3 cd 
C 
cd 

. ~ ”co 
Vv <D 

-- -3 

> 5 
13 .52 
< Q 



O on 

H O. 
E C 

3 — 

CD O 

•E E 

r 

d) to 

g .sf 

on 

u- 

cd jr 
on 3 

*5 ^ 



<D 

on 

cd 

8 g 

T 3 

co 

r c 

3 E 
o 05 

^ 

^ on ^ 

co- e © 

*^o _2 2 
o o -o 
td °° ~a 
c <u 

g a.:S 

r£ 3 O 

s— <D 

d> C "3 



co cd 
03 GjX> 

ob-j= 

>2/ o 
co o 
<D -O 



CD 

co 

C 

o 

8 - 

2 = 
g 8 



•Si 6 

«S 1 

-o -a 

o d 

C -o 

3 *n 
c o 
E ^ 
E « 
.5 -o 



<d 

oo 

C 

O 

CL 

on 

CD 



cd CD 
£ 60 § 
E 

£> <o E 
.2 2 1Z 
-o g- ^ 

S g.2 

= • 0*0 

CD C c 
a cd c 



o 

cd ^3 

£ = 

•2 *5 

s I 

t: = 

cd ^ <+- 

CD CD ° 

■5 . E ^ 

C 3 E 
•; 

c ^ cd 

£ S « 



O CL# • — 
-4— ► 



8 ~3 ^ 

^ <D co 

co co 
33 3 <D 

CD 1/5 

*> 0) co 

> 3 cd 



c 

o 
*3 
C "O 
CD C 
> cd 
C co 
— CD 
<D 

"5 o 

JO 
O *33 
on £ 
<D cd 

12 



g -c 

-3 c 

> .3 

O O 
on <d 
.2 JZ 

a 6 

i'l 

cd O 



-a 

c 

cd 



CD 

3 

«*•§ 

E | 

td 



— O 



D 

O 



CL — 
^ O 

o .E 

Q- w 



CO 

3 C 

o ^ 

S? = 

cd 



O 

s 
>> > . 



C 3 •« 



•2 § 
+-* .ir; 
o 

3 cd 

-o .> 

O 3 
s- O 
CL cd 



CO 



o c 



T 3 

D 



"3 

O 

.•2 

L-< C 

o cd 

>%“2 
.ts c 

r3 03 

IS CO 

cd a> 

D S 

-£ CL 

co g 
co o- 
D 



S) -g 

ra § 

CxO > 



.2 

“■§ c 

3 O 
-3 *3 
O cd 



*3 

cd o 
on . 



DQ 



U O . vj * 

cd o *-2 •— i *3 



oo 
v O 
Os 



g clo2 — 



.E o 

o .2 

3 C 

c o 

D 3D 



O 33 

T 2 

d ^ 

2 T3 

cd V 

3 H 

•g ^ 

g ^ 

C -o 
o S 

-4— » cd 



Cl cd 

E ^3 

X g 
*- O 
c2 •- 

D on 

-O 3 



*3 

K .2 

~ OX) 
CO »r? 

Q = 

c" ^ 
o 



_ cd 

S « 

o 

vo a 
,E ^ -a 



o o 

.S CO 



-O 

c§ 
3 c 



D 

C 

12 

o 

o 



1 A 

® S' 

-3 O 
D O 

S Ci 



co 



D 

CD 



OO 

r~- 

rsi 



1484 



helper type 2 cell-directed 
therapy for asthma" 
Pharmacology & Therapeutics; 
88 : 187-196 (2000); the contents 
of each of which are herein 
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expression of IL-6 has been A highly preferred indication is 
linked to autoimmune disease, the stimulation or enhancement 
plasmacytomas, myelomas, and of mucosal immunity. Highly 
chronic hyperproliferative preferred indications include 

diseases. Assays for blood disorders (e.g., as 




immunomodulatory and described below under ‘immune 

differentiation factor proteins Activity”, “Blood-Related 

produced by a large variety of Disorders”, and/or 
cells where the expression level "Cardiovascular Disorders"), 
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(including antibodies and indication includes allergy, 

agonists or antagonists of the highly preferred indication 

invention) to mediate includes rhinitis. Additional 

immunomodulation, stimulate highly preferred indications 
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